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=> d que 11 
LI 
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1 SEA FILE=HCAPLUS ABB=ON PLU=ON US2 0 0 6-56 533 1 /APPS 



=> d ibib ed abs ind 11 

YOU HAVE REQUESTED DATA FROM FILE ' HCAPLUS ' - CONTINUE? (Y)/N:y 



LI 



ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2008 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



142:204915 

Antibody-toxin conjugates 

Defrees, Shawn; Wang, Zhi-Guang 

Neose Technologies, Inc., USA 

PCT Int. Appl., 126 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 


20050124! 


34 




A2 




20050210 




WO 2004- 


-US24042 




20040726 


WO 


20050124! 


34 




A3 




20070524 
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HU, 
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KG, 
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LC, 




LK, 
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LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, 


NI, 




NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 




TJ, 


TM, 
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TR, 


TT, 
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UA, 


UG, 
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LS, 
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NA, 
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SL, 


SZ, 


TZ, 


UG, 
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ZW, 
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BY, 


KG, 
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RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 




EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 




SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 
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GN, 
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GW, 
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MR, 


NE, 




SN, 


TD, 
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AP, 


EA, 


EP, 


OA 




















us 


20070059275 




Al 




2007031b 




US 2006- 


-565331 




20060' 


311 



PRIORITY APPLN. INFO. 



20030725 
20030902 
20040726 



US 2003-490168P 
US 2003-499448P 
WO 2004-US24042 
Entered STN: 11 Feb 2005 

In response to the need for improved site-specific delivery of toxins to the 
loci of disease, the present invention provides antibodies that are modified 
with toxins. The invention provides a unique class of conjugates in which the 
toxin is attached to the antibody through a glycosyl linking group, e.g., an 
intact glycosyl linking group, which is attached to the peptide (or to an 
acceptor moiety attached to the peptide, e.g. a spacer or amplifier) utilizing 
an enzymically-mediated coupling reaction. Thus, in a first aspect, the 
present invention provides a peptide conjugate in which the sugar-toxin 
construct (modified sugar) is attached to a peptide. For example, the 
invention provides a peptide conjugate having the formula: Ab-G-L-T wherein Ab 
is an antibody, or other targeting moiety; G is a glycosyl linking group, 
e.g., an intact glycosyl linking group, covalently joining Ab to L; L is a 
bond or a spacer moiety covalently joining G to T; and T is a toxin, or other 
therapeutic agent. In a second aspect, the invention provides a compound 
having the formula: S-L-T wherein S is a nucleotide sugar; L is a bond or a 
spacer moiety covalently joining S to T; and T is a toxin moiety. 
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ICM C12N 

63-8 (Pharmaceuticals) 

Section cross-reference ( s ) : 15 

antibody toxin sugar conjugate drug delivery system cancer 
Antibodies and Immunoglobulins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(conjugates with toxins; therapeutic antibody-toxin conjugates 
involving a glycosyl linking group) 

Toxins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(cytotoxins, conjugates with sugars and antibodies; therapeutic 
antibody-toxin conjugates involving a glycosyl linking group) 

Drug delivery systems 

( immunotoxins ; therapeutic antibody-toxin conjugates involving a 
glycosyl linking group) 

Carbohydrates, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(nucleotide sugar-toxin conjugates; therapeutic antibody-toxin 
conjugates involving a glycosyl linking group) 

Antitumor agents 

Neoplasm 

(therapeutic antibody-toxin conjugates involving a glycosyl linking 
group) 

Polyoxyalkylenes, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(therapeutic antibody-toxin conjugates involving a glycosyl linking 
group) 

25322-68-3, PEG 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(linker; therapeutic antibody-toxin conjugates involving a glycosyl 
linking group) 



SEA FILE=WPIX ABB=ON 
SEA FILE=WPIX ABB=ON 



plu=oii 

PLU=ON 



US2006-565331/APPS 
L2 NOT PRINTER/TI 



=> d iall code 13 

YOU HAVE REQUESTED DATA FROM FILE 



CONTINUE? (Y)/N:y 



L3 ANSWER 1 OF 
ACCESSION NUMBER: 
DOC. NO. CPI: 
TITLE: 



DERWENT CLASS: 
INVENTOR: 
PATENT ASSIGNEE: 

COUNTRY COUNT: 



WPIX COPYRIGHT 2008 THE THOMSON CORP on STN 

2005-152442 [16] WPIX 
C2005-049422 [16] 

New peptide conjugates formed between toxins and sugars 
or sugar nucleotides or between these species and a 
peptide useful for treating and diagnosing inflammation 
and tumor metastasis 
A96; B04; D16 
DEFREES S; WANG Z 

(NEOS-N) NEOSE TECHNOLOGIES INC; (DEFR-I) DEFREES S; 

(WANG- I) WANG Z 
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PATENT INFORMATION: 



PATENT NO 



KIND DATE WEEK LA PG 



MAIN IPC 
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WO 2005012484 A2 20050210 (200516)* EN 126[0] 
US 20070059275 Al 20070315 (200722) EN 

APPLICATION DETAILS: 

PATENT NO KIND APPLICATION DATE 

WO 2005012484 A2 WO 2004-US24042 20040726 

US 20070059275 Al Provisional US 2003-490168P 20030725 

US 20070059275 Al Provisional US 2003-499448P 20030902 

US 20070059275 Al WO 2004-US24042 20040726 

US 20070059275 Al k!>LJ s - 

PRIORITY APPLN. INFO: US 2003-499448P 20030902 
US 2003-490168P 20030725 
US 2006-565331 20060911 

INT. PATENT CLASSIF.: 

IPC ORIGINAL: A61K0039-395 [I, A]; A61K0039-395 [I,C]; C07K0016-46 [I, A] 

; C07K0016-46 [I,C]; C08G0063-00 [I,C]; C08G0063-91 [I, A] 
; C08L0089-00 [I, A]; C08L0089-00 [I,C] 
IPC RECLASSIF . : C12N [I,S] 

USCLASS NCLM: 424/078.270 

NCLS: 424/178.100; 525/054.100; 530/391.100; 977/906.000 

BASIC ABSTRACT: 

WO 2005012484 A2 UPAB : 20050708 
NOVELTY - Peptide conjugates formed between toxins and sugars or sugar 
nucleotides or between these species and a peptide are new. 

DETAILED DESCRIPTION - Peptide conjugates formed between toxins and 
sugars or sugar nucleotides or between these species and a peptide which have 
compounds of formula Ab-G-L-T (I) or S-L1-T1 (II), are new. 
Ab = antibody; 

G = intact glycosyl linking group covalently joining Ab to L; 
L,L1 = bond or a spacer group covalently joining G to T; 
T = toxin; 

S = nucleotide sugar; and 
Tl = toxin group. 

ACTIVITY - Antiinflammatory; Cytostatic; Neuroprotective. 
No biological data given. 
MECHANISM OF ACTION - None given. 

USE - The peptide conjugates are useful for treating and diagnosing 
inflammation, neurological disorders and tumor metastasis; and as drug 
delivery systems. 

ADVANTAGE - The conjugates show minimum side effects and are highly 

efficacious . 

MANUAL CODE: CPI : A10-E01; A12-V01; A12-V03C2; B04-C01H; B04-C03C; 

B04-G01; B11-C08; B12-K04A; B14-C03; B14-H01B; B14-J01; 
D05-H11 

AN 2005-152442 [16] WPIX 
DC A96; B0 4; D16 

IPCI A61K0039-395 [I, A]; A61K0039-395 [I,C]; C07K0016-46 [I, A]; C07K0016-46 

[I,C]; C08G0063-00 [I,C]; C08G0063-91 [I, A]; C08L0089-00 [I, A]; 

C08L0089-00 [I,C] 
IPCR C12N [I, S] 
NCL NCLM 424/078.270 

NCLS 424/178.100; 525/054.100; 530/391.100; 977/906.000 
IT UPIT 20050708 

184587-CL; 0150-32801-CL; 0150-32802-CL 
MC CPI: A10-E01; A12-V01; A12-V03C2; B04-C01H; B04-C03C; B04-G01; B11-C08; 
B12-K04A; B14-C03; B14-H01B; B14-J01; D05-H11 
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PLE UPA 20050708 

[1.1] 2004 G1558 D01 D23 D22 D31 D42 D50 D73 D82 F47 DCN : R00351 DCR: 

444; H0237-R; P0055; P8004 P0975 P0964 D01 D10 Dll D50 D82 F34; 
M9999 M2153-R; M9999 M2186; M9999 M2200; M9999 M2039; M9999 
M2040; M9999 M2835; M9999 M2824; 

[1.2] 2004 ND01; Q9999 Q8037 Q7987; Q9999 Q7998 Q7987; Q9999 Q7250; 

[1.3] 2004 S- 6A; H0157; 

CMC UPB 20050708 

Ml *02* M417 M423 M430 M782 P420 P446 P631 P831 Q233 M905 
DCN: RA00C8-K RA00C8-M RA00C8-Q RA00C8-T 
DCR: 184587-K 184587-M 184587-Q 184587-T 

Ml *03* C116 F012 F013 F014 F015 F016 F017 F123 H102 H121 H122 H123 H181 
H182 H5 H582 H583 H584 H8 JO 11 J012 J013 J014 J221 J222 J271 
J290 J311 J312 J321 J322 J371 J372 J373 J390 J581 KO K224 K423 
K433 K499 K620 K640 K699 K810 K830 K850 K899 K910 K930 K999 L410 
L450 L463 L471 L472 L499 L531 L532 L541 L543 L560 L599 L640 L699 
L8 L814 L821 L831 M280 M311 M312 M313 M314 M315 M316 M321 M322 
M323 M331 M332 M333 M340 M342 M349 M361 M373 M381 M382 M383 M391 
M392 M393 M413 M416 M423 M430 M510 M521 M530 M540 M620 M782 M800 
P420 P446 P631 P831 Q233 M905 M904 

MCN: 0150-32801-K 0150-32801-M 0150-32801-Q 0150-32801-T 
Ml *04* F012 F013 F014 F015 F113 H102 H121 H181 H182 H4 H403 H404 H422 
H481 H482 H521 H581 H582 H592 H8 J011 J012 J013 J014 J211 J221 
J290 J311 J321 J371 J372 J390 J581 KO K224 K620 K640 K699 L410 
L463 L499 L531 L532 L541 L543 L560 L640 L699 L8 L813 L821 L831 
M280 M311 M312 M313 M314 M315 M316 M321 M322 M323 M331 M332 M333 
M340 M342 M349 M361 M373 M381 M382 M383 M391 M392 M393 M413 M423 
M430 M510 M521 M530 M540 M782 M800 P420 P446 P631 P831 Q233 
M905 M904 

MCN: 0150-32802-K 0150-32802-M 0150-32802-Q 0150-32802-T 
M6 *01* P420 P446 P631 P831 Q233 Q505 R515 R521 R621 R627 M905 
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=> => d que 14 

L4 1 SEA FILE=REGISTRY ABB=ON PLU=ON 2 53 2 2-6 8-3 /RN 



=> d ide 14 

YOU HAVE REQUESTED DATA FROM FILE 'REGISTRY' - CONTINUE? (Y)/N:y 



L4 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2008 ACS on STN 

RN ^ ° " REGISTRY 

ED En™e™ed™STN : 16 Nov 19 8 4 

CN Poly (oxy-1, 2-ethanediyl ) , a-hydro-(0-hydroxy- (CA INDEX NAME) 
OTHER NAMES: 



CN 


a, co-Hydroxypoly (ethylene oxide) 


CN 


a-Hydro-co-hydroxypoly (oxy-1, 2-ethanediyl ) 


CN 


a-Hydro-co-hydroxypoly ( oxyethylene ) 


CN 


1, 2-Ethanediol, homopolymer 


CN 


1660O 




CN 


1660S 




CN 


400DAB8 


CN 


Alkox 




CN 


Alkox 


E 100 


CN 


Alkox 


E 130 


CN 


Alkox 


E 160 


CN 


Alkox 


E 240 


CN 


Alkox 


E 30 


CN 


Alkox 


E 300 


CN 


Alkox 


E 30G 


CN 


Alkox 


E 45 


CN 


Alkox 


E 60 


CN 


Alkox 


E 75 


CN 


Alkox 


LE 


CN 


Alkox 


R 100 


CN 


Alkox 


R 1000 


CN 


Alkox 


R 15 


CN 


Alkox 


R 150 


CN 


Alkox 


R 400 


CN 


Alkox 


SR 


CN 


Alkox 


sw 


CN 


Antarox E 4000 


CN 


Aqua Calk TWB-P 


CN 


Aquacide III 


CN 


Aquaf f in 


CN 


Badimol 


CN 


BDH 301 


CN 


BP 05 




CN 


Bradsyn PEG 


CN 


Breox 


2000 


CN 


Breox 


20M 


CN 


Breox 


4000 


CN 


Breox 


550 


CN 


Breox 


PEG 300 


CN 


CAFO 154 


CN 


Carbowax 


CN 


Carbowax 100 


CN 


Carbowax 1000 
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CN Carbowax 1350 
CN Carbowax 14000 
CN Carbowax 1450 
CN Carbowax 150 0 
CN Carbowax 1540 
CN Carbowax 2 0 
CN Carbowax 200 

ADDITIONAL NAMES NOT AVAILABLE IN THIS FORMAT - Use FCN, FIDE, or ALL for 
DISPLAY 

AR 6790-09-6, 9002-90-8, 934660-23-8 

DR 857367-46-5, 859315-72-3, 863328-36-3, 886469-28-9, 952682-62-1, 
956217-69-9, 959127-49-2, 615575-04-7, 876655-84-4, 1011711-38-8, 
497171-83-2, 12676-74-3, 12770-93-3, 8038-37-7, 9081-95-2, 9085-02-3, 
9085-03-4, 174460-08-3, 174460-09-4, 54510-95-1, 125223-68-9, 54847-64-2, 
59763-40-5, 64441-68-5, 64640-28-4, 133573-31-6, 25104-58-9, 25609-81-8, 
134919-43-0, 101677-86-5, 99264-61-6, 99333-89-8, 106186-24-7, 
112895-21-3, 114323-93-2, 50809-04-6, 50809-59-1, 119219-06-6, 60894-12-4, 
61840-14-0, 109550-27-8, 37361-15-2, 112384-37-9, 67411-64-7, 70926-57-7, 
75285-02-8, 75285-03-9, 77986-38-0, 150872-82-5, 154394-38-4, 79964-26-4, 
80341-53-3, 85399-22-0, 85945-29-5, 90597-70-9, 88077-80-9, 88747-22-2, 
34802-42-1, 107502-63-6, 107529-96-4, 116549-90-7, 156948-19-5, 
169046-53-1, 188364-77-4, 188924-03-0, 189154-62-9, 191743-71-2, 
196696-84-1, 201163-43-1, 206357-86-0, 221638-71-7, 225502-44-3, 
270910-26-4, 307928-07-0, 356055-70-4, 391229-98-4, 402483-26-5 

MF (C2 H4 0)n H2 O 

CI PMS, COM 

PCT Polyether 

LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, AQUIRE, BIOSIS, BIOTECHNO, CA, 
CABA, CAPLUS, CASREACT, CBNB, CHEMCATS, CHEMINFORMRX, CHEMLIST, 
CHEMSAFE, CIN, CSCHEM, CSNB, DDFU, DETHERM*, DRUGU, EMBASE, ENCOMPLIT, 
ENCOMPLIT2, ENCOMPPAT, ENCOMPPAT2, HSDB* , IFICDB, IFIPAT, IFIUDB, IPA, 
MEDLINE, MRCK* , MSDS-OHS, PIRA, PROMT, RTECS* , SPECINFO, TOXCENTER, 
TULSA, ULIDAT, USAN, USPAT2, USPATFULL, USPATOLD, VETU 
(*File contains numerically searchable property data) 
Other Sources: DSL**, TSCA**, WHO 

(**Enter CHEMLIST File for up-to-date regulatory information) 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



105981 REFERENCES IN FILE CA (1907 TO DATE) 

26713 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
106285 REFERENCES IN FILE CAPLUS (1907 TO DATE) 
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=> d que stat 135 
L33 STR 



2 | 4 6 8 1,0 

-^ C rJ- "^c^ "^s^ ~^a- r " "^c 1 

3 5 7 9 J 



NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 13 

STEREO ATTRIBUTES: NONE 

L35 120 SEA FILE=REGISTRY SSS FUL L33 

100.0% PROCESSED 2150 ITERATIONS 120 ANSWERS 

SEARCH TIME: 0 0.00.01 



=> d que nos 153 

LI 1 SEA FILE=HCAPLUS ABB=ON PLU=ON US2 0 0 6-56 533 1 /APPS 

L4 1 SEA FILE=REGISTRY ABB=ON PLU=ON 25322-6 8-3 /RN 

L5 QUE ABB=ON PLU=ON "25322-68-3" OR "25322-68-3D" OR "25 

322-68-3DP" 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z7/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS , SO, PA 

L10 QUE ABB=ON PLU=ON AY<2004 OR PY<2004 OR PRY<2004 OR MY 

<2004 OR REVIEW/DT 
Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANTIBOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 4 QUE ABB=ON PLU=ON 7GLYCOSYL? 

L15 QUE ABB=ON PLU=ON AMPLIF? 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 
L18 QUE ABB=ON PLU=ON 7POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

LI 9 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR ? 

POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (?POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (POLY(lT)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON ( POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 
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POLY ( IT) OXY ( IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY(IW) (OXY(4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 

L23 QUE ABB=ON PLU=ON 7PEPTID? OR POLYPEPTID? OR OLIGOPEPT 

ID? OR DIPEPTID? OR TRIPEPTID? OR TETRAPEPTID? OR PENTAPE 
PTID? OR HEXAPEPTID? 

L2 4 QUE ABB=ON PLU=ON SUGAR OR MONO SAC C H AR ID? OR OLIGOSACC 

HARID? OR SACCHARID? OR FURANOS? OR HEXOS? OR PYRANOS? OR 
PENTOS? 

L25 QUE ABB=ON PLU=ON "ANTIBODIES AND IMMUNOGLOBULINS " +PFT 

,OLD,NEW,NT/CT 

L26 QUE ABB=ON PLU=ON TOXINS+PFT, OLD, NEW, NT/CT 

L27 QUE ABB=ON PLU=ON POLYOXYALKYLENES+PFT, OLD, NEW, NT/CT 

L28 QUE ABB=ON PLU=ON "DRUG DELIVERY SYSTEMS " +PFT , OLD, NEW, 

NT/CT 

L29 QUE ABB=ON PLU=ON A6 1K0 039-3 9 5 / IPC 

L30 QUE ABB=ON PLU=ON A6 1K0 039-4 4 / IPC 

L31 QUE ABB=ON PLU=ON CO 7K0 0 16-46 / IPC 

L32 QUE ABB=ON PLU=ON CO 7K0 0 1 7-0 8 / IPC 

L33 STR 

L35 120 SEA FILE=REGISTRY SSS FUL L33 

L36 501 SEA FILE=HCAPLUS ABB=ON PLU=ON L25 (L)((L16 OR L17)(L)L13) 

L38 1547 SEA FILE=HCAPLUS ABB=ON PLU=ON L26 (L)((L11 OR L12)(L)(L16 

OR L17) ) 

L39 1800 SEA FILE=HCAPLUS ABB=ON PLU=ON L36 OR L38 

L40 106288 SEA FILE=HCAPLUS ABB=ON PLU=ON L4 

L41 48 SEA FILE=HCAPLUS ABB=ON PLU=ON L39 AND (L40 OR L5 OR (L19 OR 

L20 OR L21 OR L22) ) 
L42 6 7 SEA FILE=HCAPLUS ABB=ON PLU=ON L35 

L43 0 SEA FILE=HCAPLUS ABB=ON PLU=ON L42 (L) ( (L16 OR L17)(L)L13) 

L44 9 SEA FILE=HCAPLUS ABB=ON PLU=ON L42 (L) (L16 OR L17) 

L45 3 SEA FILE=HCAPLUS ABB=ON PLU=ON L44 AND ((Lll OR L12) OR L25 

OR (L29 OR L30 OR L31 OR L32)) 
L46 57 SEA FILE=HCAPLUS ABB=ON PLU=ON L41 OR (L43 OR L44 OR L45) 

L47 57 SEA FILE=HCAPLUS ABB=ON PLU=ON L46 AND (Lll OR L12 OR L13 OR 

L14 OR L15 OR L16 OR L17 OR L18 OR L19 OR L20 OR L21 OR L22 OR 

L23 OR L24 OR L25 OR L26 OR L27 OR L28) 
L48 57 SEA FILE=HCAPLUS ABB=ON PLU=ON (L46 OR L47) 

L49 1 SEA FILE=HCAPLUS ABB=ON PLU=ON L48 AND (L6 OR L7 OR L8 OR 

L9) 

L50 1 SEA FILE=HCAPLUS ABB=ON PLU=ON LI AND L49 

L51 1 SEA FILE=HCAPLUS ABB=ON PLU=ON (L49 OR L50) 

L52 56 SEA FILE=HCAPLUS ABB=ON PLU=ON L48 NOT L51 

L53 35 SEA FILE=HCAPLUS ABB=ON PLU=ON L52 AND L10 

=> d his 168 

(FILE ' USPATFULL, USPATOLD, USPAT2 ' ENTERED AT 09:18:02 ON 30 APR 2008) 
L68 11 S L65 AND L67 

=> d que nos 168 

L4 1 SEA FILE=REGISTRY ABB=ON PLU=ON 2 53 2 2-6 8-3 /RN 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS, SO, PA 

L10 QUE ABB=ON PLU=ON AY<2004 OR PY<2004 OR PRY<2004 OR MY 

<2004 OR REVIEW/DT 

Lll QUE ABB=ON PLU=ON AB 
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L12 QUE ABB=ON PLU=ON ANTIBOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 4 QUE ABB=ON PLU=ON 7GLYCOSYL? 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 

L2 4 QUE ABB=ON PLU=ON SUGAR OR MONO SAC C H AR ID? OR OLIGOSACC 

HARID? OR SACCHARID? OR FURANOS? OR HEXOS? OR PYRANOS? OR 

PENTOS? 

L29 QUE ABB=ON PLU=ON A6 1K0 039-3 9 5 / IPC 

L30 QUE ABB=ON PLU=ON A6 1K0 039-44 / IPC 

L31 QUE ABB=ON PLU=ON CO 7K0 0 16-46 / IPC 

L32 QUE ABB=ON PLU=ON CO 7K0 0 1 7-0 8 / IPC 

L33 STR 

L35 120 SEA FILE=REGISTRY SSS FUL L33 

L54 19 SEA L35 

L55 29534 SEA L4 

L56 549 SEA (L54 OR L55) AND (L29 OR L30 OR L31 OR L32) 

L57 0 SEA L56 AND L54 

L58 549 SEA (L56 OR L57) 

L59 425 SEA L58 AND (Lll/IT, TI, CC, CT, ST, STP OR LI 2 / IT , TI , CC , CT , ST , STP ) 

L60 58 SEA L59 AND L13/IT, TI, CC, CT, ST, STP 

L61 37 SEA L60 AND L16/IT, TI, CC, CT, ST, STP 

L62 1 SEA L61 AND (L6 OR L7 OR L8 OR L9) 

L63 36 SEA L61 NOT L62 

L64 28 SEA L63 AND L10 

L65 21 SEA L64 AND ( LI 4/ IT, TI , CC, CT, ST, STP, BI , AB OR L24/IT, TI, CC, CT, ST 
, STP,BI,AB) 

L67 9486 SEA ((Lll OR L12) (5A) (L16 OR L17))(10A) L13 

L68 11 SEA L65 AND L67 

=> d que 188 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS , SO, PA 

L10 QUE ABB=ON PLU=ON AY<2004 OR PY<2004 OR PRY<2004 OR MY 

<2004 OR REVIEW/DT 
Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANTIBOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 4 QUE ABB=ON PLU=ON 7GLYCOSYL? 

L15 QUE ABB=ON PLU=ON AMPLIF? 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 
L18 QUE ABB=ON PLU=ON 7POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

LI 9 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR ? 

POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (?POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (POLY(lT)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON (POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 
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POLY ( IT) OXY ( IT) ETHANEDIYL) 

L22 QUE ABB=ON PLU=ON POLY(IW) (OXY(4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 

L23 QUE ABB=ON PLU=ON 7PEPTID? OR POLYPEPTID? OR OLIGOPEPT 

ID? OR DIPEPTID? OR TRIPEPTID? OR TETRAPEPTID? OR PENTAPE 
PTID? OR HEXAPEPTID? 

L2 4 QUE ABB=ON PLU=ON SUGAR OR MONOSACCHARID? OR OLIGOSACC 

HARID? OR SACCHARID? OR FURANOS? OR HEXOS? OR PYRANOS? OR 
PENTOS? 

L29 QUE ABB=ON PLU=ON A6 1K0 039-3 9 5 / IPC 

L30 QUE ABB=ON PLU=ON A6 1K0 039-4 4 / IPC 

L31 QUE ABB=ON PLU=ON CO 7K0 0 16-46 / IPC 

L32 QUE ABB=ON PLU=ON CO 7K0 0 1 7-0 8 / IPC 

L70 QUE ABB=ON PLU=ON RA00C8/DCN OR 1 8 45 8 7 /DCR, DCRE , KW 

L71 QUE ABB=ON PLU=ON (R00351 OR P8004)/PLE 

L72 QUE ABB=ON PLU=ON "L8 " /MO , Ml , M2 , M3 , M4 , M5 , M6 

L73 QUE ABB=ON PLU=ON K22 4/M0 , Ml , M2 , M3 , M4 , M5 , M6 

L74 660 SEA FILE=WPIX ABB=ON PLU=ON L70 AND L71 

L75 214 SEA FILE=WPIX ABB=ON PLU=ON L74 AND L72 

L76 40 SEA FILE=WPIX ABB=ON PLU=ON L75 AND L73 

L77 12 SEA FILE=WPIX ABB=ON PLU=ON L76 AND (L29 OR L30 OR L31 OR 

L32) 

L79 852 SEA FILE=WPIX ABB=ON PLU=ON ((Lll OR L12) (5A)(L16 OR 

L17) ) (20A)L13 

L80 1471 SEA FILE=WPIX ABB=ON PLU=ON (((Lll OR L12) (5A)(L16 OR 

L17) ) (20A)L23) (L)L13 

L81 12 SEA FILE=WPIX ABB=ON PLU=ON L76 AND (L77 OR (L79 OR L80)) 

L82 1 SEA FILE=WPIX ABB=ON PLU=ON L76 AND (L79 OR L80) 

L83 12 SEA FILE=WPIX ABB=ON PLU=ON (L81 OR L82) 

L84 12 SEA FILE=WPIX ABB=ON PLU=ON L83 AND (Lll OR L12 OR L13 OR 

L14 OR L15 OR L16 OR L17 OR L18 OR L19 OR L20 OR L21 OR L22 OR 
L23 OR L24) 

L85 12 SEA FILE=WPIX ABB=ON PLU=ON (L83 OR L84) 

L86 1 SEA FILE=WPIX ABB=ON PLU=ON L85 AND (L6 OR L7 OR L8 OR L9) 

L87 11 SEA FILE=WPIX ABB=ON PLU=ON L85 NOT L86 

L8 8 10 SEA FILE=WPIX ABB=ON PLU=ON L8 7 AND L10 

=> d que nos 1103 

L4 1 SEA FILE=REGISTRY ABB=ON PLU=ON 2 53 2 2-6 8-3 /RN 

L5 QUE ABB=ON PLU=ON "25322-68-3" OR "25322-68-3D" OR "25 

322-68-3DP" 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S7/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS, SO, PA 

L10 QUE ABB=ON PLU=ON AY<2004 OR PY<2004 OR PRY<2004 OR MY 

<2004 OR REVIEW/DT 

Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANT I BOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 

L18 QUE ABB=ON PLU=ON ?POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

LI 9 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR 7POLYETHYLENEGLYCOL? OR ? 
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POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (7POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (P0LY(1T)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON ( POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 

POLY ( IT) OXY ( IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY(IW) (OXY(4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 
L33 STR 

L35 120 SEA FILE=REGISTRY SSS FUL L33 

L89 QUE ABB=ON PLU=ON ANTIBODIES+PFT, OLD, NEW, NT/CT 

L90 652 SEA FILE=MEDLINE ABB=ON PLU=ON ((Lll OR L12) (5A)(L16 OR 

L17) ) (15A)L13 

L91 QUE ABB=ON PLU=ON "TOXINS, BIOLOGICAL " +PFT , OLD, NEW, NT/ 

CT 

L92 18 SEA FILE=MEDLINE ABB=ON PLU=ON L4 

L93 QUE ABB=ON PLU=ON "POLYETHYLENE GLYCOLS " +PFT , OLD, NEW, N 

T/CT 

L94 0 SEA FILE=MEDLINE ABB=ON PLU=ON L35 

L95 4 SEA FILE=MEDLINE ABB=ON PLU=ON L90 AND ((L92 OR L93) OR L5 

OR (L19 OR L20 OR L21 OR L22)) 
L96 261 SEA FILE=MEDLINE ABB=ON PLU=ON L90 AND L89 AND L91 

L97 0 SEA FILE=MEDLINE ABB=ON PLU=ON L96 AND (L92 OR L93 OR L94 OR 

(L18 OR L19 OR L20 OR L21 OR L22)) 
L98 QUE ABB=ON PLU=ON POLYMERS+PFT, OLD, NEW, NT/CT 

L99 5 SEA FILE=MEDLINE ABB=ON PLU=ON L96 AND L98 

L100 9 SEA FILE=MEDLINE ABB=ON PLU=ON L9b OR L97 OR L99 

LI 01 0 SEA FILE=MEDLINE ABB=ON PLU=ON LI 0 0 AND (L6 OR L7 OR L8 OR 

L9) 

L102 9 SEA FILE=MEDLINE ABB=ON PLU=ON L100 NOT L101 

L103 7 SEA FILE=MEDLINE ABB=ON PLU=ON L102 AND L10 

=> d que nos 1121 

L4 1 SEA FILE=REGISTRY ABB=ON PLU=ON 2 532 2-6 8-3 /RN 

L5 QUE ABB=ON PLU=ON "25322-68-3" OR "25322-68-3D" OR "25 

322-68-3DP" 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS, SO, PA 

L10 QUE ABB=ON PLU=ON AY<2004 OR PY<2004 OR PRY<2004 OR MY 

<2004 OR REVIEW/DT 
Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANT I BOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 4 QUE ABB=ON PLU=ON ?GLYCOSYL? 

L15 QUE ABB=ON PLU=ON AMPLIF? 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 
L18 QUE ABB=ON PLU=ON ?POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

LI 9 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR ? 

POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 
OR ETHYLENEGLYCOL?)) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 
)) OR (?POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (POLY(lT)( 
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ETHYLENEOXID? OR ETHYLENEGLYCOL? ) ) 
L21 QUE ABB=ON PLU=ON ( POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 

POLY ( IT) OXY ( IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY(IW) (OXY(4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 

L23 QUE ABB=ON PLU=ON 7PEPTID? OR POLYPEPTID? OR OLIGOPEPT 

ID? OR DIPEPTID? OR TRIPEPTID? OR TETRAPEPTID? OR PENTAPE 
PTID? OR HEXAPEPTID? 

L2 4 QUE ABB=ON PLU=ON SUGAR OR MONO SAC C H AR ID? OR OLIGOSACC 

HARID? OR SACCHARID? OR FURANOS? OR HEXOS? OR PYRANOS? OR 
PENTOS? 

L33 STR 

L35 120 SEA FILE=REGISTRY SSS FUL L33 

L104 QUE ABB=ON PLU=ON ANTIBODY+PFT, OLD, NEW, NT/CT 

L105 QUE ABB=ON PLU=ON TOXIN+PFT, OLD, NEW, NT/CT 

L106 575 SEA FILE=EMBASE ABB=ON PLU=ON ((Lll OR L12) (5A)(L16 OR 

L17) ) (15A) L13 
LI 0 7 0 SEA FILE=EMBASE ABB=ON PLU=ON L35 

L108 15267 SEA FILE=EMBASE ABB=ON PLU=ON L4 

L109 QUE ABB=ON PLU=ON MACROGOL+PFT, OLD, NEW, NT/CT 

LI 10 0 SEA FILE=EMBASE ABB=ON PLU=ON LI 06 AND LI 0 7 

Llll 3 SEA FILE=EMBASE ABB=ON PLU=ON L106 AND ((L108 OR L109) OR 

(L18 OR L19 OR L20 OR L21 OR L22) OR L5) 
L112 308 SEA FILE=EMBASE ABB=ON PLU=ON L106 AND L104 AND L105 

L114 QUE ABB=ON PLU=ON CONJUGATE+PFT, OLD, NEW, NT/CT 

LI 15 8 SEA FILE=EMBASE ABB=ON PLU=ON LI 12 AND LI 14 

L116 11 SEA FILE=EMBASE ABB=ON PLU=ON (L110 OR Llll) OR L115 

L117 11 SEA FILE=EMBASE ABB=ON PLU=ON L116 AND (Lll OR L12 OR L13 OR 

L14 OR L15 OR L16 OR L17 OR L18 OR L19 OR L20 OR L21 OR L22 OR 

L23 OR L24) 

L118 11 SEA FILE=EMBASE ABB=ON PLU=ON (L116 OR L117) 

L119 0 SEA FILE=EMBASE ABB=ON PLU=ON L118 AND (L6 OR L7 OR L8 OR 

L9) 

LI 2 0 11 SEA FILE=EMBASE ABB=ON PLU=ON LI 18 NOT LI 19 

LI 21 10 SEA FILE=EMBASE ABB=ON PLU=ON LI 2 0 AND L10 

=> d his 1133 

(FILE 'BIOSIS, CABA, BIOTECHNO, DRUGU, VETU ' ENTERED AT 10:05:22 ON 30 
APR 2008) 

L133 4 S L132 AND (L14 OR L24) 

=> d que nos 1133 

L4 1 SEA FILE=REGISTRY ABB=ON PLU=ON 2 53 2 2-6 8-3 /RN 

L5 QUE ABB=ON PLU=ON "25322-68-3" OR "25322-68-3D" OR "25 

322-68-3DP" 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS, SO, PA 

L10 QUE ABB=ON PLU=ON AY<2004 OR PY<2004 OR PRY<2004 OR MY 

<2004 OR REVIEW/DT 

Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANT I BOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 4 QUE ABB=ON PLU=ON ?GLYCOSYL? 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 
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OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 
L18 QUE ABB=ON PLU=ON ?POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

L19 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR ? 

POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (?POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (P0LY(1T)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON ( POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 

POLY ( IT) OXY ( IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY ( 1W) (OXY ( 4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 

L2 4 QUE ABB=ON PLU=ON SUGAR OR MONOSACCHARID? OR OLIGOSACC 

HARID? OR SACCHARID? OR FURANOS? OR HEXOS? OR PYRANOS? OR 
PENTOS? 
L33 STR 

L35 120 SEA FILE=REGISTRY SSS FUL L33 

L122 1348 SEA ( (Lll OR L12) (5A) (L16 OR L17))(15A) L13 

L123 1 SEA L35 

L124 0 SEA L122 AND L123 

L125 18194 SEA L4 

L126 10 SEA L122 AND (L125 OR L5 OR (L18 OR L19 OR L20 OR L21 OR L22)) 

L127 393 SEA L122 AND (Lll/IT, TI, CC, CT, ST, STP OR L12/IT, TI, CC, CT, ST, STP) 

AND L13/IT,TI,CC,CT,ST,STP AND ( LI 6 / IT , TI , CC , CT , ST , STP OR 
L17/IT, TI, CC, CT, ST, STP) 
L128 171 SEA L127 AND L16/IT, TI, CC, CT, ST, STP 

L129 181 SEA L124 OR L126 OR L128 

L130 1 SEA L129 AND (L6 OR L7 OR L8 OR L9) 

L131 180 SEA L129 NOT L130 

L132 161 SEA L131 AND L10 

L133 4 SEA L132 AND (L14 OR L24) 



=> d que 1136 

Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANT I BOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 
L18 QUE ABB=ON PLU=ON 7POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR ( POLYOXY (1W) ALKYLEN?) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

L19 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR ? 

POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?)) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (?POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (P0LY(1T)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON (POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 

POLY (IT) OXY (IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY ( 1W) (OXY ( 4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 

L29 QUE ABB=ON PLU=ON A6 1K0 039-3 9 5 / IPC 

L30 QUE ABB=ON PLU=ON A61K0039-44/IPC 

L31 QUE ABB=ON PLU=ON CO 7K0 0 16-46 / IPC 
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L32 QUE ABB=ON PLU=ON CO 7K0 0 1 7-0 8 / IPC 

L134 13 SEA FILE=JAPIO ABB=ON PLU=ON ( (Lll OR L12) (5A)(L16 OR 

L17) ) (15A)L13 

L135 9 SEA FILE=JAPIO ABB=ON PLU=ON L134 AND (L29 OR L30 OR L31 OR 

L32) 

L136 1 SEA FILE=JAPIO ABB=ON PLU=ON L135 AND (L18 OR L19 OR L20 OR 

L21 OR L22) 



=> d his 1146 

(FILE 'PASCAL, CEABA-VTB, BIOENG, BIOTECHDS , LIFESCI, DRUGB, VETB, 
SCISEARCH, CONFSCI, DISSABS' ENTERED AT 10:12:45 ON 30 APR 2008) 
L146 15 S L145 AND L10 

FILE ' STNGUIDE ' ENTERED AT 10:22:46 ON 30 APR 2008 

FILE 'REGISTRY' ENTERED AT 10:23:27 ON 30 APR 2008 

FILE 'STNGUIDE' ENTERED AT 10:23:29 ON 30 APR 2008 

=> d que 1146 



L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS , SO, PA 

L10 QUE ABB=ON PLU=ON AY<2004 OR PY<2004 OR PRY<2004 OR MY 

<2004 OR REVIEW/DT 
Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANT I BOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 4 QUE ABB=ON PLU=ON 7GLYCOSYL? 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 
L18 QUE ABB=ON PLU=ON 7POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

L19 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR ? 

POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (?POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (POLY(lT)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON ( POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 

POLY ( IT) OXY ( IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY(IW) (OXY(4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 

L2 4 QUE ABB=ON PLU=ON SUGAR OR MONO SAC C H AR ID? OR OLIGOSACC 

HARID? OR SACCHARID? OR FURANOS? OR HEXOS? OR PYRANOS? OR 
PENTOS? 

L137 1710 SEA ((Lll OR L12) (5A) (L16 OR L17))(15A) L13 

L138 28 SEA L137 AND (L18 OR L19 OR L20 OR L21 OR L22) 

L139 67 SEA L137 AND (DISULF? OR DISULPH? OR ((SULFUR OR SULPHUR) (2W) (S 

ULFUR OR SULPHUR)) OR (S(1W) S)) 
L140 81 SEA L137 AND (L14 OR L24) 

L141 0 SEA L138 AND L139 

L142 4 SEA L138 AND L140 

L143 28 SEA L138 OR L141 OR L142 
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L144 
L145 
L146 



0 SEA L143 AND (L6 OR L7 OR L8 OR L9) 
28 SEA L143 NOT L144 
15 SEA L145 AND L10 



=> dup rem 153 168 188 1103 1121 1133 1136 1146 

FILE 'HCAPLUS' ENTERED AT 10:26:03 ON 30 APR 2008 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' USPATFULL ' ENTERED AT 10:26:03 ON 30 APR 2008 

CA INDEXING COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' USPAT2 ' ENTERED AT 10:26:03 ON 30 APR 2008 

CA INDEXING COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'WPIX' ENTERED AT 10:26:03 ON 30 APR 2008 
COPYRIGHT (C) 2008 THE THOMSON CORPORATION 

FILE 'MEDLINE' ENTERED AT 10:26:03 ON 30 APR 2008 
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L147 ANSWER 1 OF 84 HCAPLUS COPYRIGHT 2008 ACS on STN DUPLICATE 1 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003:971272 HCAPLUS Full-text 

140:26914 

Ant i- 

for treating human immunodeficiency virus 1 infection 
Olson, William C; Maddon, Paul J.; Tsurushita, Naoya; 
Hinton, Paul R.; Vasquez, Maximiliano 



Progenies Pharmace 

U.S. Pat. Appl. Pu 
Provisional Ser. N 
CODEN: USXXCO 
Patent 
English 



cals, Inc. 



USA; Pdl Biopharma, 
Dnt.-in-part of U.S. 



PATENT NO. 



KIND DATE 



US 20030228306 
US 7122185 
US 20070031408 
PRIORITY APPLN. INFO 



Al 

B2 



20031211 
20061017 
20070208 



APPLICATION NO. 



US 2003-371483 



20030221 



20061016 
P 20020222 
Al 20030221 



US 2006-581945 
US 2002-358886P 
US 2003-371483 
ED Entered STN: 12 Dec 2003 

AB The invention is directed an anti-CCR5 antibody which comprises (i) two light 
chains, each light chain comprising the expression product of a plasmid 
designated pVK:HuPRO14 0-VK (ATCC Deposit Designation PTA-4097), and (ii) two 
heavy chains, each heavy chain comprising an expression product of either a 
plasmid designated pVgl :HuPRO140 HG2-VH (ATCC Deposit Designation PTA-4098) or 
a plasmid designated pVgl :HuPRO140 (mutB+D+I ) -VH (ATCC Deposit Designation 
PTA-4099) or a fragment thereof which binds to CCR5 on the surface of a human 
cell. This invention also provides a method of inhibiting infection of a CD4+ 
cell which comprises contacting the CD4+ cell with said « i sodj which 
to CCR5 on the surface of a human cell, under conditions effective to treat 
the HIV-l-inf ected subject. This invention also provides a method of treating 
a subject afflicted with HIV-1 or preventing a subject from contracting an 
HIV-1 infection which comprises administering to the subject an effective HIV- 
1 infection-preventing dosage amount of an anti-CCR5 .. N ^ It was shown 

that anti- lur ing™HTv-T % ~entry . High 

effectiveness of anti- ntrolling established HIV-1 

infection was demonstrated in the mouse model of HIV-1 infection. 
IC ICM A61K039-395 

ICS C12P021-04; C07K016-28 
INCL 424143100; X53-038.822; X43-5 7.021 
CC lb-3 ( Immunochemistry ) 

Section cross-reference ( s ) : 1, 3, 63 
ST CCRb antibody light heavy chain conjugate HIV1 



antiviral 
IT Chemokine receptors 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
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(CCRb; anti-CCRb vjJ^k ' ^ s ^ 5 :Gr 

treating human immunodeficiency virus 1 infection) 
IT Animal ceii line 

(CHO; anti-CCRb ^i^^j, and v for 

treating human immunodeficiency virus 1 infection) 
IT Animal cell line 

(COS; anti-CCRb ; - - i for 

treating human immunodeficiency virus 1 infection) 

IT .u. : : and i I ■ 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(IgGl; anti-CCRb antibody and conjugates for 
treating human immunodeficiency virus 1 infection) 
IT Antiviral agents 
Biomarkers 
Genetic vectors 
Human 

Human immunodeficiency virus 1 
Molecular cloning 

(anti-CCRb . 1 ^ and .conj u gates for treating 

human immunodeficiency virus 1 infection) 

1 T N " ^ v ^ s V V ^ 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(anti-CCR5 antibody and cggj y ff.at.gg for treating 
human immunodeficiency virus 1 infection) 
IT Nucleic acids 

Polymers, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(anti-CCR5 antibody and conjugates for treating 
human immunodeficiency virus 1 infection) 
IT P| v£», biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
( j xigi as , PEG; anti-CCRb 

treating human 
immunodeficiency virus 1 infection) 
IT Cytotoxic agents 

LxLLll, ' anti-CCRb sr ; t.i£cav 

j human immunodeficiency virus 1 

infection) 
IT Radionuclides, biological studies 

v \ \ - 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(A v ; anti-CCRb .? 

and. conjugates for treating human immunodeficiency virus 1 
infection) 

IT L::..., ^ -liss 

Polysaccharides, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
( ■am ites; anti-CCRb axttityysy 

and •Li^i^^-L'.™ for treating human immunodeficiency virus 1 
infection) 
IT Blood serum 

i . • . • : • ;. .;. I . . ;.v 1 1 ■ 1 1 f life or tie a ranee rate; cint i- C C R ':> 

for treating human 
immunodeficiency virus 1 infection) 
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Polysaccharides, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
(branched and 

anti-CCR5 " ^ s jugates for treating 

human immunodeficiency virus 1 infection) 

: 2ri : il..J'M.li.":'£.- : J ; :....v:Z:lllE:. ; : 

(car: i tor 

treating human immunodeficiency virus 1 infection) 
Human 

(cells; anti- r 1 . for 

treating human immunodeficiency virus 1 infection) 
Chemokines 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(combination with; anti-CCRb antibody and ^ s % ; _ " ^ * 
for treating human immunodeficiency virus 1 infection) 

CD4-positive T cell 

(expressing CCRb, inhibiting HIV-1 infection in; anti-CCR5 

U ; ;; v;; . :\:\-.-. for treating human 

immunodeficiency virus 1 infection) 

cDNA sequences 

(for anti-CCR5 x \ ^ ; anti-CCR5 antibody and 

f j fixating human immunodeficiency virus 1 

infection) 
Antibodies and Xsnmxinogl obxili tu? 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(fragments; anti-CCR5 antibody and £on jugates for 

treating human immunodeficiency virus 1 infection) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 

PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 

(Preparation); USES (Uses) 

(fusion products; anti-CCR5 antibody and conjugates 
for treating human immunodeficiency virus 1 infection) 

Envelope proteins 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(gpl20env, inhibiting gpl20-CD4 binding ; anti-CCR5 

iHlLLi^;X 111 1 for treating human 

immunodeficiency virus 1 infection) 

: I \ , ; : -'V. .;• . : : ::::: -j *. : * : ' : : 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(heavy chain; anti-CCR5 , bod^ and ^ for 

treating human immunodeficiency virus 1 infection) 
Ant. i bod i e s and Irwxu no-al obu 1 n 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(humanized; anti-CCRb ^tlbodv and £££L!i2£s.L££ for 

treating human immunodeficiency virus 1 infection) 

( immunoconjugate , mti-CCF5 N N \\ and i^Cxlii 

for treating human immunodeficiency virus 1 infection) 
Drug delivery systems 

( immunotoxins ; anti-CCR5 \ oo^\ 3 o °° \; ^ to< 

for treating human immunodeficiency virus 1 infection) 
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CD4 (antigen) 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(inhibiting gpl20-CD4 J ; anti-CCRb ants.bodv 

and ;.v;HaZ\IxL* ? :.1 : .±-.. f:L treating human immunodeficiency virus 1 

infection) 

(injections, i . m . ; anti-CCF ^ and conjugates 

for treating human immunodeficiency virus 1 infection) 
C.i.I 

(injections, i . v . ; anti- 

for treating human immunodeficiency virus 1 infection) 

(injections, s.c; anti-CCRb asUbo^ - ^ ~ 

for treating human immunodeficiency virus 1 infection) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(light chain; anti-CCR5 2j*tiboc^ and conjugates for 

treating human immunodeficiency virus 1 infection) 
Animal cell 

(mammalian; anti-CCR5 =>. t bodj and conjugates for 
treating human immunodeficiency virus 1 infection) 
Epitopes 

(mapping; anti-CCF b r.[ ;: ;;;;u ; ; iiC C:A^l\JC.'iL : . : ..v. foL 
treating human immunodeficiency virus 1 infection) 
Fluorescent substances 

(marker; anti-CCR5 ^ N N =111 ' 1 £'H12H2S£SS for 

treating human immunodeficiency virus 1 infection) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(monoclonal; anti-CCRb antibody and conjugates for 

treating human immunodeficiency virus 1 infection) 
Protein sequences 

(of anti-CCR5 antibodies ; anti-CCR5 a tibod^ and 

reating human immunodeficiency virus 1 

infection) 
Plasmid vectors 

(pVgl :HuPRO140 (mutB+D+I ) -VH; anti-CCR5 i tibo^ and 

treating human immunodeficiency virus 1 

infection) 
Plasmid vectors 

(pVgl :HuPRO140 HG2-VH; anti-CCR5 antibody and 

treating human immunodeficiency virus 1 

infection) 
Plasmid vectors 

(PVk:HuPRO14 0-Vk; anti-C'F 1 • • - and 

ting human immunodeficiency virus 1 

infection) 

(polymer-bound; anti-CCRb , ; vjpt^s 

for treating human immunodeficiency virus 1 infection) 

) ; BIOL (Biological study); USES (Uses) 
(PEG; anti-CCR5 i j bodhj and cojv^igates 

for treating human immunodeficiency virus 1 infection) 
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633361-b0-9DP, oov>; »w 633361-53-2DP, conjugates 
633361-b6-bDP, \; } 

RL : BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(amino acid sequence; anti-CCF 1 ' ; % and 

treating human immunodeficiency virus 1 

infection) 

9002-89-5D, Poly(vinyl alcohol), derivs . , 

900.b-49-6D, Heparin, pol rn-r , , , ^ •> 
; ;o UiiilMlili; 2 b 0 8 7 - 2 6 - 7 D , P o 1 y me t h a c r y 1 r c 

1 ' -44- D, Heparan, polymers, n i ^ 

RL: THU ("Therapeutic use); BIOL (Biological study); USES (Uses) 

(anti-CCRb ^ ^ d\ and oo>v ^ t^o for treating 

human immunodeficiency virus 1 infection) 
633361-49-6P 633361-bl-OP 633361-52-1P 633361-b4-3P 633361-bb-4P 
633361-b7-6P 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(nucleotide sequence; anti-CCRb anti^od^; and 

treating human immunodeficiency virus 1 

infection) 

200803-28-7 200803-29-8 228120-60-3 228120-61-4 
RL: PRP (Properties) 

(unclaimed sequence; anti-CCRb ntifood^ and 

for treating human immunodeficiency virus 1 

infection) 

v o- 3D , Polyethylene glycol , 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(PEG; anti-CCR5 antibod y and conjugates 
for treating human immunodeficiency virus 1 infection) 

2b322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



HO ^ CH2— CH2 — 0 ^ H 



=> d ibib ed abs hitind hitstr 2-3b 

YOU HAVE REQUESTED DATA FROM FILE 'HCAPLUS, USPATFULL, WPIX, MEDLINE, EMBASE, 
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ACCESSION NUMBER: 1989:113004 HCAPLUS Full-text 

DOCUMENT NUMBER: 110:113 004 

ORIGINAL REFERENCE NO.: 1 1 0 : 1 8 63 ba, 1 8 63 8a 

TITLE: Tolerogenic of xenogeneic 

monoclonal 3 ith 
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Induction of long-lasting tolerance to xenogeneic 
monoclonal 

AUTHOR(S): Maiti, Pradip K.; Lang, Glen M. ; Sehon, A. H. 

CORPORATE SOURCE: Dep. Immunol., Univ. Manitoba, Winnipeg, MB, R3E 0W3, 

Can. 

SOURCE: International Journal of Cancer (1986) , 

(Suppl. 3), 17-22 

CODEN: IJCNAW; ISSN: 0020-7136 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
ED Entered STN: 03 Apr 1989 

AB The therapeutic effectiveness of xenogeneic monoclonal (MAbs) (xlg) 

or then s" * _- N \ (xlg-Tx) is undermined because of their 

inherent immunogenicity . This complication may be overcome by converting the 
antigenic xlg to tolerogenic derivs. by coupling an appropriate number of 

v ( ) r.s (mol. weight 6400) onto an xlg 

mol. In this study, the test system consisted of inbred mice and human 
(myeloma) monoclonal Igs (HIgG) which were used in lieu of xlg; the 
immunizing antigen was heat-aggregated HIgG. The results of a variety of 
exptl. protocols demonstrate that a long-lasting suppression (>95%) of anti- 
HlgG 5 t ^ v for periods in excess of 300 days was achieved by 
administration of tolerogenic HIgG(mPEG)n ^ N N ^ ^ in spite of multiple 

injections of the immunizing antigen. Thus, pre-treatment of hosts with mPEG 

T [ or of ::Ig-T:: i.r -Tir-i-rag-rd a,: a potential method for 
overcoming the antigenicity of these antitumor agents. 
CC 15-10 ( Immunochemistry ) 

Section cross-reference ( s ) : 1 
ST xenogeneic monoclonal antibody tolerance monomethoxyPEG 

antitumor 
IT Immune tolerance 

(to xenogeneic monoclonal an t jbodig & , 

■ ^^.y^fc-kyAgftg gl ycol conj u gation 
induction of) 
IT Neoplasm inhibitors 

(xenogeneic monoclonal antibodies or immunotoxins as, 
antigenicity of, ^5>go^gtfe^ gl ycol 
induction of tolerance to) 
I T Toxins 

RL: BIOL (Biological study) 

(immuno-, xenogeneic monoclonal t -. ^\\\ \nplexes, 

\ igne gl ycol conj u gates , 
long-lasting tolerance induction by) 
IT Antibodies 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(xeno-, monoclonal, tolerance to, jj&onomethox^ 
H li -ii f-n-ic monoclonal 
luction of) 

RL: BIOL (Biological study) 

(xeno-, monocl i 

v \ N ~ s v ^ x ^ ^ N C ^ or xenogeneic 

monoclonal a.nb.i.boaies immune tolerance induction) 
IT * > 

RL: BIOL (Biological study) 

(immune tolerance to xenogeneic monoclonal antibo dy a.; 
induction by) 
IT 3004-74 -4 

RL: BIOL (Biological study) 

(immune tolerance to xenogeneic monoclonal it^^ \! 
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induction by) 
RN 9004-74-4 HCAPLUS 

CN Poly (oxy-1, 2-ethanediyl ) , a-methyl-ro-hydroxy- (CA INDEX NAME) 



CH2 — CH2 — 0 ^ 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:638618 HCAPLUS Full -I: ax;: 
143:131809 

Production of human monoclonal • i 

Tamarkin, Lawrence; Paciotti, Giulio F. 

Cytimmune Sciences, Inc., USA 

PCT Int. Appl., 61 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2005065121 




A2 




20050721 




WO 


2004- 


-US40 


785 




2 


0041202 


< — 


WO 


2005065121 




A3 




20051229 
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LT, 


LU, 


LV, 
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MD, 
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, MK, 


MN, 


MW, 


MX, 


MZ, 


NA, 


NI, 






NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU 


, SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 






TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US 


, UZ, 


VC, 


VN, 


YU, 


ZA, 


ZM, 


ZW 






RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD 


, SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 






AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT 


, BE, 


BG, 


CH, 
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CZ, 
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EE, 
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FR, 
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IE, 
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TR, 
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AU 


20043116 


i30 




Al 




20050721 




AU 


2004- 


-311630 




20041202 


< — 


CA 


2548179 






Al 




20050721 




CA 


2004- 


-Jb46 


179 




20041202 




US 


20050175583 




Al 




20050811 




US 


2004- 


-4623 




20041202 


< — 


EP 


1694301 






A2 




2006 


0830 




EP 


2004- 


-821049 




20041202 


< — 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR 
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NL, 
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20070307 
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2004- 
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< — 
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2008 


0214 




JP 


2006- 


-5428 


57 




20041202 





PRIORITY APPLN. INFO.: US 2003-526360P P 20031202 <— 

WO 2004-US40785 W 20041202 

ED Entered STN: 22 Jul 2005 

AB The authors disclose compns. and methods for making human monoclonal 

£l}lv?;£:£?Mil§™ The methods comprise ^ v. colloidal gold microparticle 
scaffolds that replicate the immune system components, particularly an 
antigen-presenting cell (APC) with costimulatory (B7) and adhesive (ICAM) 
components of the immune synapse. Addnl., the present invention may further 
comprise synthetic T-cells. 

IC ICM G01N 

CC 15-1 ( Immunochemistry ) 

Section cross-reference ( s ) : 2, 14 
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ST human monoclonal antibody artificial accessory cell; artificial 

T lymphocyte colloidal gold human antibody 
IT Hemopoietins 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(FLT3 ligand, colloidal gold ^ s ; of artificial 

antigen-presenting cells stimulating human response) 

IT 

RL: BPN (Biosynthetic preparation); BIOL (Biological study); PREP 
(Preparation) 

(IgG, monoclonal; production of human mono^ J n iJ u 111 t 

colloidal gold microparticle scaffolds mimicking antigen-presenting 
cells, T-cells, or germinal centers) 

IT Ajv ; a TTOmunpg 1 ob» 1 i ns 

(IgM, hyperimmunoglobulinemia, X-linkad; colloidal gold 
microparticle scaffolds mimicking antigen-presenting cells for use in 
immunotherapy of) 

IT Melanoma-associated antigens 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(MAGE (melanoma-associated antigen-encoding gene) , colloidal gold 

iViu&S s ; of artificial antigen-presenting cells stimulating 
human antibody response) 
IT Antigens 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(MART-1, colloidal gold o - N ; ; t *" •> ; of artificial 
antigen-presenting cells stimulating human antibody response) 
IT Mucins 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(MUC1, colloidal gold CO; / ; of artificial 

antigen-presenting cells stimulating human antibody response) 
IT Blood-group substances 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(Rh, colloidal gold cffijugaca« ; of artificial 

antigen-presenting cells stimulating human §£tibodj£ response) 
IT Axir.:.i:-:-i 3.;\ d Xs^noglpbulins 

RL: ADV (Adverse effort, including toxicity); BIOL (Biological study) 

I infantile hypogammaglobulinemia; colloidal gold 

microparticle scaffolds mimicking antigen-presenting cells for use in 

immunotherapy of) 
IT Immunostimulants 

(adjuvants; of artificial antigen-presenting cells for generation of 

human : i ,. x i- pon e) 

IT Antigens 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(autoantigens, colloidal gold conj _ fces; of artificial 
antigen-presenting cells stimulating human i t ^ v response) 
IT Lipopolysacchar ides 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(bacterial; of artificial antigen-presenting cells for generation of 

human ^stibod^; response) 
IT Medical goods 

(biodegradable; of artificial antigen-presenting cells for generation 

of human a ^ bodj response) 
IT Angiogenesis inhibitors 
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Immunomodulators 

(colloidal gold j ga , of artificial antigen-presenting 
cells stimulating human a. j . - - v L^sponse) 
IT Angiogenic factors 
DNA 

Heat-shock proteins 

Histocompatibility antigens 

Interleukin 1 

Interleukin 10 

Interleukin 11 

Interleukin 12 

Interleukin 13 

Interleukin 2 

Interleukin 3 

Interleukin 4 

Interleukin 5 

Interleukin 6 

Interleukin 7 

Interleukin 8 

Lipid A 

Macrophage migration inhibitory factor 

Nucleotides, biological studies 

Polynucleotides 

Prostate-specific antigen 

RNA 

Tumor antigens 

Tumor necrosis factors 

mRNA 

p53 (protein) 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(colloidal gold conjugates ; of artificial antigen-presenting 
cells stimulating human 4*-i s ">">~>\. response) 

IT " 

(emulsions; of artificial antigen-presenting cells for generation of 
human ;ponse) 

IT *" 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(endotoxins, colloidal gold con jug t^t*; of artificial 
antigen-presenting cells stimulatinj hum m 1- ] 11 -) 

IT Lymph node 

(germinal center; production of human monoclonal antibodies using 
colloidal gold microparticle scaffolds mimicking antigen-presenting 
cells, T-cells, or germinal centers) 
IT T cell (lymphocyte) 

(helper cell; production of human monoclonal >>> v using 

colloidal gold microparticle scaffolds mimicking antigen-presenting 
cells, T-cells, or germinal centers) 

(hypogammaglobulinemia, transient hypogammaglobulinemia of infancy; 
colloidal gold microparticle scaffolds mimicking antigen-presenting 
cells for use in immunotherapy of) 
IT Avidins 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(in generation of artificial antigen-presenting cells) 
1 T ^£i x ^^1i}J^J;£I..JS.^:fSM:. 
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(liposomes; of artificial antigen-presenting cells for generation of 
human antibody response) 
IT Biodegradable materials 

(medical; of artificial antigen-presenting cells for generation of 
human &x-.t. iboay i-sponse) 

(microspheres; of artificial antigen-presenting cells for generation of 
human ' ' response) 

IT .u. : : and i I ■ 

FL: BP11 (hi nth^tj L i -> i tion); BIOL (Biological study); PREP 
(Preparation) 

(monoclonal; production of human monocl 

colloidal gold microparticle scaffolds mimicking antigen-presenting 
cells, T-cells, or germinal centers) 
IT Inflammation 

Kidney, disease 

(nephritis, ^ \ * ^-mediated; colloidal gold microparticle 
scaffolds mimicking antigen-presenting cells for use in immunotherapy 
of) 

IT Mycobacterium butyricum 

Mycobacterium tuberculosis 

(of artificial antigen-presenting cells for generation of human 
* * * ^ \*. response) 

IT :■. 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(pertussis; of artificial antigen-presenting cells for generation of 
human antibody response) 
IT Antigen-presenting cell 
Human 

(production of human monoclonal * jt y^xiji ess using colloidal gold 
microparticle scaffolds mimicking antigen-presenting cells, T-cells, or 
germinal centers) 
IT " ^-s 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(staphylococcal B, colloidal gold conj u gates; ; of artificial 
antigen-presenting cells stimulating human antibody response) 



RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(tetanus; of artificial antigen-presenting cells for generation of 
human &£^tjj£^^ response) 
IT Interferons 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(type I, colloidal gold con j ugateg ; of artificial 
antigen-presenting cells stimulating J 
IT Transforming growth factors 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(a-, colloidal gold conjugates ; of artificial 

antigen-presenting cells stimulating 1 ) 
IT Transforming growth factors 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

((3-, colloidal gold conjugates ; of artificial 

antigen-presenting cells stimulating human response) 
IT Interferons 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
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(Uses) 

(y, colloidal gold conjugates ; of artificial 

antigen-presenting cells stimulating human ) 
7429-90-5D, Aluminum, e i with immunostimulatory mols. 

7439- 89-6D, Iron, conjugates -,.-ith immunostimulatory mols. 

7440- 06-4D, Platinum, conjugate:! with immunostimulatory mols. 
7440-22-4D, Silver, ■ . immunostimulatory mols. 
7440-57-5D, l immunostimulatory mols. 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(colloidal microparticles ; in generation of J 
response) 

58-85-5, Biotin 25104-18-1, Poly-L-lysine 25322-68-3, 

\\\ * ' 38000-06-5, Poly-L-lysine 
RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(in generation of artificial antigen-presenting cells) 
9003-53-6, Polystyrene 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(of artificial antigen-presenting cells for generation of human 
s * v response) 

9001-84-7D, Phospholipase A2, conjugates with colloidal gold 
microparticles 9002-10-2D, Tyrosinase, conjugates with 
colloidal gold microparticles 9002-71-5D, TSH, >. ^ ' ^ i with 
colloidal gold microparticles 62031-54-3D, Fibroblast growth factor, 

-,-ith colloidal gold microparticles 81627-83-0D, 
M-CSF, conjugates with colloidal gold microparticles 
83869-56-1D, GM-CSF, conjugates with colloidal gold 
microparticles 127464-60-2D, VEGF, conj u gates with colloidal 
gold microparticles 1 43 0 1 1-72-7D, G-CSF, conj u gates with 
colloidal gold microparticles 572921-97-2D, Angiogenin, 
■ c .g. n .i"gg'tg.g. with colloidal gold microparticles 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(of artificial antigen-presenting cells stimulating human 
antibody response ) 

glycol 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(in generation of artificial antigen-presenting cells) 
25322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



HO ^ CH2— CH2 — 0 ^ 
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Green, Larry; Babcook, John; Jia, Xiao-chi; Wieler, 
James; Kang, Jaspal Singh; Hedberg, Brad 
PATENT ASSIGNEE (S) : USA 

SOURCE: U.S. Pat. Appl . Publ . , 86 pp. 

CODEN: USXXCO 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



US 20050147610 Al 20050707 US 2004-988360 20041112 <— 

PRIORITY APPLN. INFO.: US 2003-519474P P 20031112 < — 

OTHER SOURCE(S): MARPAT 143:114046 

ED Entered STN: 08 Jul 2005 

AB The present invention encompasses IL-18 v ^ - g proteins, particularly 
antibodies that bind human interleukin-1 8 (IiIL-18). Specifically, the 
invention relates to wvO"* that are entirely human *j.t : Preferred 

high affinity for hIL-18 and/or that neutralize hIL-18 
activity in vitro and in vivo. An •* -.-.-.a of the invention can be a full- 
length arst..-ii>oav oi an antigen- fo xndxng portion thereof. Method of making and 
method of using the antibodies of the invention are also provided. The 

ibodies , or antibody portions, of the invention are useful for detecting 
hIL-18 and for inhibiting hIL-18 activity, e.g., in a human subject suffering 
from a disorder in which hIL-18 activity is detrimental. 

IC ICM C07K016-24 

ICS C07H021-04; C12P021-04; A61K039-395; C12N005-06 

INCL 424145100; 530388230; 435069100; 435320100; 435335000; 536023530; 
424486000; 424488000 

CC 15-3 ( Immunochemistry) 

Section cross-reference ( s ) : 1, 3, 8, 63 

ST human inter leukin 18 binding protein antibody 
inflammatory disease 

IT Chlamydia 
Salmonella 
Yersinia 

(-associated arthropathy; human interleukin 18 -bind g proteins 

and v i> and onjuga * * for treating 

IL-18-related inflammatory diseases) 
IT Hepatitis 

(B; human interleukin and 

in ! f i treating IL-1 8-related 

inflammatory diseases) 
IT Hepatitis 

(C; human interleukin 3 and 

[ IL-18-related 

inflammatory diseases) 
IT Animal cell line 

(CHO; human interleukin 18-bi d *g proteins and 

IL-18 -related 

inflammatory diseases) 
IT Animal cell line 

(COS; human interl ins and 

reating IL-1 8-related 

inflammatory diseases) 
IT Inflammation 

(Crohn's disease; human interleukin 18- bxnga.Rg proteins and 

i for treating IL-1 8-related 

inflammatory diseases) 
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Intestine, disease 

(Crohn's; human interieukin 1 8 - binding proteins and 

aatibocb-fes ar.c- conjugate's, for treating IL-18-reiated 

inflammatory diseases) 
Kidney, disease 

(Goodpasture's syndrome; human interieukin 1 '■ v 

proteins and ^CLill2iii±£ anrl '.1 for treating 

IL-18-related inflammatory diseases) 
Purpura (disease) 

(Henoch-Schoenlein ' s ; human interl- 

{ m.*. 4 ? and c- for treating 

IL-18-related inflammatory diseases) 
Nervous system, disease 

(Huntington's chorea; human interieukin 16 5 : oroteins 

and % - boa^ and - for treating 

IL-18-related inflammatory diseases) 
Proteins 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(IL- _nterleukin 

proteins and antiboci » in • eon j agates for treating 
IL-18-related inflammatory diseases) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(IgA; human interieukin 1 8 -binding proteins and 

dies and conjugates for treating IL-18-related 
inflammatory diseases) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(IgD; human interieukin 18 - binding proteins and 

ating IL-1 8-related 

inflammatory diseases) 

r I: " li c i ntiieti - l fit ii); BSU (Biological study, unclassified); 

THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(IgE; human inter 1 3 and 

ating IL-1 8-related 

inflammatory diseases) 
•!bbLLl : bbh\±L.ddb:LI^^ 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(IgGl; human interieukin 1 8 -foij^djbig proteins and 
*B.iviAy?i.™.*.v£ '' r::; £9.BjR93J^:.?. ' or treating IL-18-related 
inflammatory diseases) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(IgG2; human interl _ns and 

tiT ing IL-1 8-related 

inflammatory diseases) 
Antibodies and 'x^^b', . i • : 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
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THU (Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(IgG3; human interleukin 18- % ^ ^ v _oteins and 

j-18-relat ed 

inflammatory diseases) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(IgG4; human interleukin 1 -; ^ proteins and 

for treating IL-1 8-related 

inflammatory diseases) 

IT Antibodies and I^unoglob iilins 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(IgG; human inter] in L - l _ns and 

antibocAQ ■-iS.slvS® for treating IL-18-related 

inflammatory diseases) 
I T «V - Immunoglobulins 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(IgM; human interleukin 18-^ % "> * proteins and 

antibodies and conjugates for treating IL-18-related 

inflammatory diseases) 
IT Blood vessel, disease 

(Kawasaki; human interleukin 18 -bind ng proteins and 

antibodies and conjugates for treating IL-18-related 

inflammatory diseases) 
IT Arthritis 

(Reiter's syndrome; human interleukin 18 - binding proteins and 
for treating IL-18-related 

inflammatory diseases) 
IT Animal cell line 

(SF9; human interleukin 18 - binding proteins and 

«n^ibooies and cggj a gatgs for treating IL-18-related 

inflammatory diseases) 
IT Granulomatous disease 

(Wegener's granulomatosis; human interleukin 1 8 - binding 

I ; . £»t<3S for treating 

IL-18-related inflammatory diseases) 

1 T : l *" - : ' : ' : ' ' ; 1 '• '■ : ' :: 

(acquired hypogammaglobulinemia; human interleukin 1 8 - binding 
proteins j conjugates for treating 

IL-18-related inflammatory diseases) 
IT Immune disease 
Liver, disease 

(acute and chronic; human interleukin 18-' , c proteins and 
for treating IL-18-related 

inflammatory diseases) 
IT Pain 

Rheumatic fever 

(acute; human interleukin 18 -binding proteins and 

ii r i treating IL-1 8-related 

inflammatory diseases) 
IT Respiratory distress syndrome 

(adult; human interleukin 18- j proteins and 

_5 for treating IL-1 8-related 

inflammatory diseases) 
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(ale. ; human interleukin 18-bis\dina proteins and 

- IL-18-related 

inflammatory diseases) 
IT Ethers, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(alkyl vinyl, polymers, co-; human interleukin IS-binaisjS 
proteins for treating 

IL-18-related inflammatory diseases) 
IT Polysaccharides, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(aminodeoxy, glyco-; ^ ^ \ i * %v , human 

interleukin 

; >>..> for treating IL-1 8-related inflammatory diseases) 
IT Inflammation 

Spinal column, disease 

(ankylosing spondylitis; human interleukin 1 : . .-. 

proteins for treating 

IL-18-related inflammatory diseases) 
IT Alkylating agents, biological 
Angiogenesis inhibitors 
Antibiotics 
Cytotoxic agents 
Drugs 

Fluorescent substances 
Labels 

Luminescent substances 
Magnetic materials 

( antibody conj u gates ; human interleukin 18- 

binding proteins and antibodies and 

£5™lii;SS£SS. for treating IL-18-related inflammatory diseases) 
IT Albumins, biological studies 
Ant hracyc lines 

Collagens, biological studies 
Enzymes, biological studies 
Fibrins 

Gelatins, biological studies 
Growth factors, animal 

, \ i I jical studies 
Polysaccharides, biological studies 
Radionuclides, biological studies 
\ a.* 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

:,Llll'' human interleukin 18- 
bi.ndiKC{ proteins and a^^bobi®^ ancl 

treating IL-18-related inflammatory diseases) 

IT Cytotoxic agents 

(antimetabolites, 

interleukin 1 

- 1 . .w\v s tor ti- it in t IL-1 8-related inflammatory diseases) 

IT Alopecia 

(areata; human interleukin 18 - binding proteins and 

_-ating IL-1 8-related 

inflammatory diseases) 
IT Artery, disease 
Inflammation 

(arteritis, Takayasu ' s disease; human interleukin 18- 
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proteins and ^ N \o * and oov ; for treating 

IL-18-related inflammatory diseases) 
IT Artery, disease 
Inflammation 

(arteritis, giant cell; human interl- 

for treating 
IL-18-related inflammatory diseases) 
IT Disease, animal 

(arthropathy, seroneg. or psoriatic; human interleukin 18- 
b::.r:di«g protein::: and ml 

v' N for treating IL-1 8-related inflammatory diseases) 

IT Allergy 

(atopy; human interleukin 18- is and 

for treating IL-1 8-related 

inflammatory diseases) 
IT Hypothyroidism 

(atrophic autoimmune; human interleukin 1 ;l 

and v i and x * w\ for treating 

IL-18-related inflammatory diseases) 
IT Anemia (disease) 

Autoimmune disease 

(autoimmune hemolytic anemia; human interleukin 18- 

proteins and ; an 1 c , for treating 

IL-18-related inflammatory diseases) 
IT Autoimmune disease 

(autoimmune thrombocytopenia; human interleukin 1 8 - binding 

proteins and j^tibodi._ea and coaftjugafcfeiS for treating 

IL-18-related inflammatory diseases) 
IT Autoimmune disease 
Inflammation 
Thyroid gland, disease 

(autoimmune thyroiditis; human interleukin 18 - binding 

proteins and antibodies and oonjugates for treating 

IL-18-related inflammatory diseases) 
IT Hepatitis 

(autoimmune, cryptogenic; human interleukin 1 8 - binding 

proteins and antibodies and conjugates for treating 

IL-18-related inflammatory diseases) 
IT Hypoglycemia 

Thyroid gland, disease 

(autoimmune; human interleukin 18 - binding proteins and 
] for treating IL-1 -related 

inflammatory diseases) 
IT Sperm 

(autoimmunity; human interleukin 18-*^ *s o proteins and 

■n : for treating IL-18-r elated 

inflammatory diseases) 
IT Luminescent substances 
(bioluminescent , 

interleukin 1 
cory^aj^s for treating IL-18-related inflammatory diseases) 
IT Bronchi, disease 
Inflammation 

(bronchiolitis, obliterans; human interleukin 18-bi id £ 
proteins and antibodies and conjugates for treating 
IL-18-related inflammatory diseases) 
IT Skin, disease 

(bullous, autoimmune; human interleukin 18-' proteins 
and for treating 

IL-18-related inflammatory diseases) 
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IT Mycosis 

(candidiasis, chronic mucocutaneous; human interleukin 18- 
binding proteins and antibodies and 

conjugates for treating IL-18-related inflammatory diseases) 

IT .".>.l.i>. 

(carriers; human interleukin 1 , % t ^ proteins and 
for treating IL-1 8-related 

inflammatory diseases) 
IT Biology 

(cell, host; human interleukin 1 - ; p teins and 
for treating IL-1 8-related 

inflammatory diseases) 
IT Aves 

Insecta 

(cell; human interleukin 1 -I n<| proteins and 

antibodies and «. \ ^ for treating IL-1 8-related 

inflammatory diseases) 

IT Protista 

(cells; human interleukin 18 - binding proteins and 
antibodies and - •> v ^ ^ •> for treating IL-1 8-related 
inflammatory diseases) 

1 T Antibodies and laanunogiobulins 

) ; BSU (Biological study, unclassified) ; 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(chimeric; human interleukin 18 - binding proteins and 
g^^P^^gg and .g9. n j y 5f. a jr-!?-?- for treating IL-1 8-related 
inflammatory diseases) 
IT Biliary tract, disease 

(cholestasis; human interleukin 18 -binding proteins and 

^u gatss for treating IL-18-related 
inflammatory diseases) 
IT Infection 

(chronic active hepatitis; human interleukin 18 - binding 
proteins and s fcibod s and juga for treating 
IL-18-related inflammatory diseases) 
IT Fatigue, biological 

(chronic fatigue syndrome; human interleukin 18-^ ^> 
proteins and antibodies and conjugates for treating 
IL-18-related inflammatory diseases) 
IT Pain 

(chronic; human interleukin 18-' > \>nv proteins and 

agates for treating IL-1 8-related 
inflammatory diseases) 
IT Polymers, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(co-; human interleu. is and 

g^-j-gg^Agg an ' - ating IL-1 8-related 

inflammatory diseases) 
IT Enzymes, biological studies 

logical studies 
Polysaccharides, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

hum in interleukin 18- 
b^r^iric; proteins and antibodies and 

conjugates for treating IL-18-related inflammatory diseases) 
IT Antibodies *■» ^ogiobulins 
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RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(C0:-.jvig?;tys; human interleukin v proteins 

i i I tn ti eating 

IL-18-related inflammatory diseases) 
Molecules 

(costimulatory; blockers; human interleukin 
proteins and , zor treating 

IL-18-related inflammatory diseases) 
Disease, animal 

(deficiency, type I sporadic polyglandular; human interleukin 18- 

; •.-. : :.vq; proteins and an bodies and 

- for treating IL-18-related inflammatory diseases) 
Mental and behavioral disorders 

(depression; human interleukin 18 - binding proteins and 

antibodi.*;^ ^v.;; ;i x^o for treating IL-18-related 

inflammatory diseases) 
V--<»pv.-:.dj68, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(^f P j 3 . .^ E g FrAg-? 8 ' poly-; human interleukin 18 - binding 

proteins and HiSASJii-i.; ' ' -.iLvlJi^H- for treating 

IL-18-related inflammatory diseases) 
Heart, disease 

(dilated cardiomyopathy; human interleukin 18 - binding 

proteins and ntibod * and g_ggj _g gaj;gs for treating 

IL-18-related inflammatory diseases) 
Lupus erythematosus 

(discoid; human interleukin 18 - binding proteins and 
gg.1?A^gjjj:gg and conjugates for treating IL-18-r elated 

inflammatory diseases) 
Platelet (blood) 

(disease, autoimmune thrombocytopenia; human interleukin 18- 

L.................. Protein::, and ancl 

xLlLlLiiiililLi! for treating IL-18-related inflammatory diseases) 
Joint, anatomical 

(disease, seroneg. or psoriatic; human interleukin 18-W J 

proteins and antibodies and conjugates for treating 

IL-18-related inflammatory diseases) 
Platelet (blood) 

(disease, thrombocytopenia, idiopathic; human interleukin 18- 

Ldndpno; protein::' ancl 111 1 

ted inflammatory diseases) 

Blood coagulation disorders 

(disseminated intravascular coagulation; human interleukin 18- 
l i t-ni in 1 in 1 

conjugates for treating IL-1 8-related inflammatory diseases) 
Lung, disease 

(eosinophilia, chronic; human interleukin proteins 

for treating 
IL-18-related inflammatory diseases) 
Heart, disease 
Ovary, disease 

(failure; human interleukin 18--. Os - ^ proteins and 
_-ating IL-1 8-related 

inflammatory diseases) 
Fertility disorders 

(female; human interleukin 18- roteins and 

for treating IL-1 8-related 
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inflammatory diseases) 
IT Lung, disease 

(fibrosis, cryptogenic; human interleukin 18-ba£sdinq proteins 

and H}i.iii£iii*£ and S£il2£2S;£S£ for treating 

IL-18-related inflammatory diseases) 
IT Lung, disease 
Radiation 

(fibrosis; human interleukin 1"-^. . . i „ proteins and 
11 1 for treating IL-1 8-related 

inflammatory diseases) 
IT Interleukin receptors 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(for IL-18; human interleukin 1 8- b.\nd.-i.rtg proteins and 
for treating IL-18-related 

inflammatory diseases) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(fragments; human interleukin ^ proteins and 

in 1 ^IL;1; for treating IL-1 8-related 

inflammatory diseases) 
IT P.?ug...j^.^AYg.^....gY.g.1»®jj?g 

(freeze-dried; human interleukin 18 - binding proteins and 

nugatea for treating IL-1 8-related 
inflammatory diseases) 
IT Inflammation 

Kidney, disease 

(glomerulonephritis; human interleukin 18 - binding proteins 
and g^fcibgdigg and gogj g ggjr.?.?. for treating 
IL-18-related inflammatory diseases) 
IT al studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(glycamino; antibody conjugates ; human interleukin 
18- ^ ^bodieg and 

. N , ^ for treating IL-1 8-related inflammatory diseases) 
IT Transplant and Transplantation 

(graf t-vs . -host reaction; human interleukin 1 8 -binding 
proteins and .. " co^ ^ for treating 

IL-18-related inflammatory diseases) 
1 T : l *" '- ; • ' : ' ' ; 1 '• '■ : ' :: 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(heavy chain; human interleukin 18 -binding; proteins and 
for treating IL-1 8-related 

inflammatory diseases) 
IT T cell (lymphocyte) 

(helper cell/inducer , TH1, modulation; human interleukin 18- 
biKdino; proteins and ;Ll;\:iL:L:ll:l/: and 
^ v i for treating IL-18-related inflammatory diseases) 

IT T cell (lymphocyte) 

(helper cell/inducer, TH2, modulation; human interleukin 18- 

pr otein md and 
o v \; ; t o for treating IL-1 8-related inflammatory diseases) 
IT Anemia (disease) 

(hemolytic; human interleukin 18- c ^ iq proteins and 
ii v for treating IL-1 8-related 
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inflammatory diseases) 
IT Injury 

(hepatic, ale . -induced; human interleukin 18-ba£sdiyiq proteins 

and H}i.iii£iii*£ and S£il2£2S;£S£ for treating 

IL-18-related inflammatory diseases) 
IT Infection 

(hepatitis B; human interleukin 1 ; . r? [i >teins and 

. 1 1 for treating IL-1 -related 

inflammatory diseases) 
IT Infection 

(hepatitis C; human interleukin 18- teins and 

for treating IL-1 8-related 

inflammatory diseases) 
IT AIDS (disease) 

Addison's disease 

Allergy 

Alopecia 

Alzheimer's disease 
Animal cell 
Antitumor agents 
Asthma 

Atherosclerosis 
Cachexia 

Connective tissue, disease 

Crystals 

Culture media 

DNA sequences 

Dermatitis 

Dermatomyositis 

Dissociation constant 

Drug allergy 

Escherichia coli 

Eukaryota 

Fungi 

Genetic vectors 
Gout 

Graves ' disease 
Human 

Hyperthyroidism 

Hypoparathyroidism 

Infection 

Inflammation 

Lung, disease 

Lyme disease 

Mammalia 

Mental and behavioral disorders 

Molecular cloning 

Multiple sclerosis 

Neoplasm 

Osteoarthritis 

Parkinson's disease 

Plant cell 

Prokaryota 

Protein sequences 

Psoriasis 

Rheumatoid arthritis 
Saccharomyces cerevisiae 
Sarcoidosis 
Schizophrenia 
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Sepsis 

Sjogren syndrome 
Streptococcus group B 
Transplant rejection 
Vitiligo 

(human interleukin 18- 

and for treating IL-1 8-related inflammatory 

diseases) 

IT .u. : : and i I ■ 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 
(human interleuk: 

and - N ^ for treating IL-1 8-related inflammatory 

diseases ) 
IT Interleukin 18 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(human interleukin L8 bindixi^ proteins ar.c - 
and oo^ 1 ; for treating IL-18-related inflammatory 

diseases ) 

IT Corticosteroids, biological studies 
Interleukin 12 
Nucleic acids 

i : J. : .L:. : .\ biological tu li- 
Polyesters, biological studies 
Polymers, biological studies 

Tumor necrosis factors 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(human interleukin 1 8 -binding; proteins and antibodies 
and r:j; sjres for treating IL-18-related inflammatory 
diseases) 
IT &^4*>»^^^^ 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(humanized; human interleukin 18-*. nding proteins and 

j bodies and 20 ju gafcaa for treating IL-1 8-related 
inflammatory diseases) 
IT Blood, disease 

(idiopathic thrombocytopenia; human interleukin 1 8 - binding 
proteins j conjugates for treating 

IL-18-related inflammatory diseases) 
IT Leukocytopenia 

(idiopathic; human interleukin 18- v v g proteins and 
antibodie j-1 8-related 

inflammatory diseases) 

(immunocon jugates; human interleukin 18 - binding proteins and 

- \ " " " I conjugates for treating IL-18-related 

inflammatory diseases) 

(:'.::: :-x 1 : : ; .:: ar. interleukin 18 - binding proteins and 

and co^3»gateg for treating IL-18-related 
inflammatory diseases) 
IT Heart, disease 

(infarction; human interleukin 18 - binding proteins and 
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antibodies and v v,k; s * for treating IL-18-related 
inflammatory diseases) 
Parasite 

(infection; human interleukin 18-0 \i * proteins and 

j IL-18-related 

inflammatory diseases) 
Intestine, disease 

(inflammatory; human interleukin teins and 

and -> ; ^ 'o? for treating IL-18-related 

inflammatory diseases) 
Apoptosis 
Mitosis 

( inhibitor- j. v ^o*;es; human interleukin 

L8 ' N ■> N » v, co-- a nt Abo-dies and 

^".m; \v» for treating IL-18-related inflammatory diseases) 
Liver, disease 

(injury, ale . -induced; human interleukin proteins 
and t i> N i t and v "hi a %v for treating 
IL-18-related inflammatory diseases) 
Autoimmune disease 

(insulin-dependent diabetes mellitus; human interleukin 18- 
: . : ... : ..:.v. : ...:...':.2 I 1 Nl " 111 1 :lill:iL:L:ll:l/: 111 1 

'' for treating IL-18-related inflammatory diseases) 

Diabetes mellitus 

(insulin-dependent; human interleukin 18- " ^ j| proteins and 

nd £2EX;H§J^I2 for treating IL-1 8-related 
inflammatory diseases) 
Inflammation 
Lung, disease 

(interstitial pneumonitis; human interleukin 18 -binding 
proteins and antibodies and gggj y ggtgg for treating 
IL-18-related inflammatory diseases) 
Lung, disease 

(interstitial, post-inflammatory; human interleukin 18 -b inding 
proteins and antibodies and conjugates for treating 
IL-18-related inflammatory diseases) 
Rheumatoid arthritis 

(juvenile; human interleukin 18 - binding proteins and 
antibodies and conjugates for treating IL-1 8-related 
inflammatory diseases) 

; BSU (Biological study, unclassified) ; 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(light chain; human interleukin 18-^ 3 * C proteins and 

.nl for treating IL-1 8-related 

inflammatory diseases) 
Lung, disease 

(lymphocytic infiltrative; human interleukin 1 8 - binding 

p r o t e i n s treating 

IL-18-related inflammatory diseases) 
Fertility disorders 

(male; human interleukin 18-b jding proteins and 

...L-lLlll..:...?.! 111 1 . v : for treating IL-1 8-related 

inflammatory diseases) 
Animal cell 

(mammalian; human interleukin 18- 1 

.-1 8-related 

inflammatory diseases) 
Kidney, disease 
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(microscopic vasculitis; human interieukin 18 - binding 

proteins and ,v\ >j^l:d™ ar ' " C v ' for treating 

IL-18-related inflammatory diseases) 
Lymphocyte 

(migration, recruitment; human interieukin 18-foinding 

proteins and treating 

IL-18-related inflammatory diseases) 
B cell (lymphocyte) 
Eosinophil 
Macrophage 
Monocyte 
Neutrophil 

(modulation; human interieukin 1 >teins and 

gj^fcAfao^j-^g an d £25JHS~i™ for treating IL-1 8-related 
inflammatory diseases) 

Cell adhesion molecules 

Chemokines 

Cytokines 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(modulation; human interieukin 18-.. i \ 4 "> ^ proteins and 
- tibod s and nju^ a v "* s for treating IL-1 8-related 
inflammatory diseases) 

ibcd.': ::- ?:«d .■.'.:- : 'i!V:.r! OCj .1 O'fov.1 3.HS 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(monoclonal, neutralizing; human interieukin 1 8 - binding 

proteins and antibodies and conjugates for treating 

IL-18-related inflammatory diseases) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(monoclonal; human interieukin 18 -binding proteins and 

antibodies and conj u gates for treating IL-18-related 

inflammatory diseases) 
Inflammation 
Spinal cord, disease 

(myelitis, acute transverse; human interieukin 18-binding 

proteins conjugates for treating 

IL-18-related inflammatory diseases) 
Edema 

Hypothyroidism 

(myxedema; human interieukin 18-bindirjQ- proteins and 

IL-18-related 

inflammatory diseases) 
Lymphocyte 

(natural killer cell, modulation; human int 

treating 

IL-18-related inflammatory diseases) 
Kidney, disease 

(nephrotic syndrome; human interieukin 

.ting 

IL-18-related inflammatory diseases) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(neutralizing; human interieukin 18-Ov %N 3 proteins and 
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arit xbcdnes sr.c; con jxiCyte^ for treating IL-18-reiated 

infiammatory diseases) 
IT Agranulocytosis 

(neutropenia, autoimmune; human interleukin 18- 

proteins and .>;...\..}bc.4...;."'^. an for treating 

IL-18-related inflammatory diseases) 
IT Hepatitis 

(nonalc. steatohepatitis ; human interleukin 1 

proteins and rats! ries and for treating 

IL-18-related inflammatory diseases) 
IT Anti-inflammatory agents 

(nonsteroidal; human interleukin 1 -Vv : v: ; - ■:; } uteins and 
ntibod i and JliHSB S for treating IL-1 8-related 

inflammatory diseases) 
IT Eye, disease 

(ophthalmia, sympathetic; human interleukin 1 

proteins and 1 1 ; ^ i and x N " for treating 

IL-18-related inflammatory diseases) 
IT Esters, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(ortho acid, poly-; human interleukin 18-^ Ls dj ig proteins and 
■ i 1 • i '. for tie it in | IL-1 -i-i it- 1 

inflammatory diseases) 
IT Genetic vectors 

(pBJ; human interleukin 18-fo ""O".*^ proteins and 

1 t r treating IL-1 8-related 

inflammatory diseases) 
IT Genetic vectors 

(pBV; human interleukin 18 -binding proteins and 

.^'■: : :,rJ : ir: c;: A±. ; .. and ffg^J ^ g^gg for treating IL-18-related 

inflammatory diseases) 
IT Genetic vectors 

(pEFBOS; human interleukin 18-*. nding proteins and 

i«8 and v ^ ;;\\s for treating IL-1 8-related 

inflammatory diseases) 
IT Genetic vectors 

(pJV; human interleukin 1 8 -binding proteins and 

v*.-- bodies and conjugates for treating IL-1 8-related 

inflammatory diseases) 
IT Genetic vectors 

(pTT3; human interleukin 18- is and 

i gates for treating IL-1 8-related 

inflammatory diseases) 
IT Genetic vectors 

(pTT; human inter] is and 

[ IL-18-related 

inflammatory diseases) 
IT Genetic vectors 

(pcDNA; human interleukin 18- and 

i i r treating IL-1 8-related 

inflammatory diseases) 
IT Skin, disease 

(pemphigoid; human interleukin 18 -binding proteins and 
treating IL-1 8-related 

inflammatory diseases) 
IT Skin, disease 

(pemphigus foliaceus; human : 

and * - for treating 

IL-18-related inflammatory diseases) 
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(pemphigus vulgaris; human interieukin 18-foindxna proteins 
and wvio^ and oo^ > tw for treating 

IL-18-related inflammatory diseases) 
IT Artery, disease 
Inflammation 

(periarteritis nodosa; human interieukin 
and for treating 

IL-18-related inflammatory diseases) 
IT Anemia (disease) 

(pernicious anemia, acquired or juvenile; human interieukin 18- 

protein::; and antibodies and 
'' for treating IL-18-related inflammatory diseases) 

IT Polyphosphazenes 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(poly (organophosphazenes) ; human interieukin 1 8-b:i n-:; 
proteins and v and conjugates for treating 

IL-18-related inflammatory diseases) 
IT Anhydrides 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(poly-; human interieukin 18-^ vt v proteins and 
;:. J ..j V V :ies and w v - for treating IL-18-related 

inflammatory diseases) 
IT Autoimmune disease 

Endocrine system, disease 

(polyglandular syndrome, deficiency; human interieukin 18- 
:.i;<j proteins and antibodies and 

treating IL-18-related inflammatory diseases) 
IT Alcohols, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(polyhydric, pluronic; human interieukin 
and antibodies and conjugates for treating 
IL-18-related inflammatory diseases) 
IT Dr; C] ili^S 

(polymer-bound; human interieukin 18-v \ v* - - > % proteins and 
for treating IL-1 8-related 

inflammatory diseases) 
IT Biliary tract, disease 

(primary biliary cirrhosis; human interieukin 18-^ o N j; 

prot hi I ii I for treating 

IL-18-related inflammatory diseases) 
IT Hepatitis 

(primary sclerosing; human interieukin 

mcl ' ■ i . for ti eating 

IL-18-related inflammatory diseases) 
IT Arthritis 

(psoriatic arthritis; human interieukin 

for treating 

IL-18-related inflammatory diseases) 
IT Fibrosis 

(pulmonary, cryptogenic; human interieukin 18- 

proteins an I ^tib;; i I ;■.,„;;.'. A for treating 

IL-18-related inflammatory diseases) 
IT Fibrosis 

Hypertension 

(pulmonary; human interieukin 18-" v proteins and 

L.r., : V \..'.L\. 111 r... : .'..'.. A . :•.■.:,..'.'.."..:,'„'.; for treating IL-1 8-related 

42 



10/565,331 



inflammatory diseases) 
IT Fibrosis 

(radiation; human interieukin 1 8-binda.P.g proteins and 

:■. iee-:: r-.:.-, a,;guqst%s for creating IL-18-related 

IT Arthritis 

(reactive; human interieukin 18- ■■ - proteins and 

IL-18-related 

inflammatory diseases) 
IT Connective tissue, disease 

(scleroderma; human interieukin 18- teins and 

for treating IL-1 8-related 

inflammatory diseases) 
IT Biliary tract, disease 
Inflammation 

(sclerosing cholangitis; human interieukin 18- 
proteins and 5£tibo<3 jSl£2Ji®S for treating 

IL-18-related inflammatory diseases) 
IT Arthritis 

Shock (circulatory collapse) 

(septic; human interieukin 18- ^ ^ i. v proteins and 

in 1 ^1™™ for treating IL-1 8-related 

inflammatory diseases) 
IT Inflammation 

Spinal column, disease 

(spondylitis, rheumatoid; human interieukin 18 - binding 
proteins and t >> N N \! and ggftj M g&fcgs for treating 
IL-18-related inflammatory diseases) 
IT Spinal column, disease 

(spondyloarthropathy; human interieukin 
and iJ Les and gogj g gates for treating 
IL-18-related inflammatory diseases) 
IT Brain, disease 

(stroke; human interieukin 18-*. nding proteins and 

U and cviv for treating IL-1 8-related 

inflammatory diseases) 
IT Polysaccharides, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(sulfate 1, ; human interieukin 

1 8 -binding proteins and <Hl£j^2^3^S anci 

conjugates for treating IL-18-related inflammatory diseases) 
I T LL„uL 

(sustained-release; human interieukin I8-01 id | proteins and 

md for treating IL-I8-1 elated 

inflammatory diseases) 
IT Arthritis 

Synovial membrane, disease 

(synovitis, enteropathic ; human interieukin 1 8 - binding - 
proteins and ;v.^.V.;;.AL.L.L.:-.:v;.-. ; : ancl :v::v::iiV:.i.-.!v.:V.: : . : : for treating 
IL-1 8-related inflammatory diseases) 
IT Lupus erythematosus 

(systemic; human interieukin 18- c \a proteins and 

L-18-related 

inflammatory diseases) 
IT Autoimmune disease 

(thyroid; human interieukin i proteins and 

IL-1 8-related 

inflammatory diseases) 
IT Inflammation 

43 



10/565,331 



Thyroid gland, disease 

(thyroiditis; human interleukin 18 - binding proteins and 

.'!;>". i and v f° r treating IL-18-related 

inflammatory diseases) 
IT Shock (circulatory collapse) 

(toxic shock syndrome; human interl- 

for treating 

IL-18-related inflammatory diseases) 
IT Psoriasis 

(type I; human interleukin 1 _ rioteins and 

" - - - v ° N m : ./.^y^Al^.-i for treating IL-1 8-related 

inflammatory diseases) 
IT Psoriasis 

(type II; human interleukin 1 1 

•\ J. : .V. : .V. : .l::.:V.: : . : : ancl L:v.:.^.:ii..v.L:. : .: ; . ; . for treating IL-1 8-relat ed 

inflammatory diseases) 
IT Inflammation 

Intestine, disease 

(ulcerative colitis; human interleukin 1 J:.::.; [i t-in 

treating 

IL-18-related inflammatory diseases) 
IT Eye, disease 
Inflammation 

(uveitis; human interleukin 18 - binding proteins and 

antibodies and s for treating IL-1 8-related 

inflammatory diseases) 
IT Lung, disease 

(vasculitic diffuse; human interleukin 18 - binding proteins 

and y^od vi and conjugates for treating 

IL-18-related inflammatory diseases) 
IT Blood vessel, disease 
Inflammation 

(vasculitis, kidney microscopic; human interleukin 1 8 -binding 
proteins and antibodies and conjugates for treating 
IL-18-related inflammatory diseases) 
IT Hepatitis 

(viral, chronic active; human interleukin : « bi^sdincj proteins 

and antibodies and conjugates for treating 

IL-18-related inflammatory diseases) 
IT 57-55-6P, 1, 2-Propanediol, biological studies 857325-91-8P, Interleukin 
18 (human) 857326-79-5P 857326-80-8P 857326-81-9P 857326-82-0P 
857326-83-1P 857326-84-2P 857326-85-3P 857326-86-4P 857326-87-5P 
857326-88-6P 857326-89-7P 857326-90-0P 857326-91-1P 857326-92-2P 
857326-93-3P 857326-94-4P 857326-95-5P 857326-96-6P 857326-97-7P 

857326- 98-8P 857326-99-9P 857327-00-5P 857327-01-6P 857327-02-7P 

857327- 03-8P 857327-04-9P 857327-05-0P 857327-06-1P 857327-07-2P 
857327-08-3P 857327-09-4P 857327-10-7P 857327-11-8P 857327-12-9P 
857327-13-OP 857327-14-1P 857327-15-2P 857327-16-3P 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(amino acid sequence; human interleukin 1 -. : [ L 
treating 

IL-18-related inflammatory diseases) 
IT 7439-89-6, Iron, biological studies 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(hemosiderosis; human interleukin 1 

antibodies and conjugates for treating IL-1 8-related 

inflammatory diseases) 
IT 141977-02-8DP, derivs and jugate _ - S0-65-4DP, derivs and 
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^\ ^ 17 3480-66-5 DP, derivs and conjugates 

217478-43-8DP, derivs and jug a es 220b40-b9-0DP, derivs and 
conjugates 220b41-02-6DP, eri e >2!IX;::s 

280106-92-5DP, derivs and conjugates 328897-74- 1 DP , derivs and 
conjugates 32889/-77-4D p^" derivs" an d conjugates 
'3T±8¥l-To'-2DP, derivs and conjugates J8T331-70-8DP, derivs and 

s ^ ' x * 4 384331-78-6DP, derivs anc cor, ■vca- e? 
694439-07-1DP, derivs and ,vv > t*v 701915-28-8DP, derivs and 

-1DP, derivs and conjugates 
706781-57-9DP, derivs and - ■> v.. ■« 848074-72-6DP, derivs and 
con jug tes 851221-2b-bDP, derivs and ccnjug, teg 

FbTr2l-2 7-7DP, derivs ml : :•■ ; ■■ ; 851221-29-9DP, derivs and 
c o ; : j •. i y ates 851221-31-3DP , derivs a n d conjug ates 
?bT22T : 33 :: bDP, derivs and conjugates 851221-35-7DP, derivs and 
conjugates 851221-3 8 - QDP7™lerTvs and conjugates 
851221-40-4DP, derivs and cpn jugateg ?bl221-42-6DP, derivs and 
conjugates 8bl221-44-8DP, derivs and conj u gates 
8bT221-46-0DP, derivs and conjugates 8bl221-48-2DP, derivs and 
con jug tes 851221-4 9 -3 DP , derivs and icnjuqates 

8bl221-bO-6DP, deri and ; ^ 85122 1-51-7DP, derivs and 

conjugates 85122 1-52-8DP, derivs and conj u gates 

851221-53-9DP, d-n- : x jj^^ : "TH-i-b-i-ODP, derivs and 

8bl221-bb-lDP, derivs and conj u gates 
851221-56-2DP, derivs and conjugates 851221-57-3DP, derivs and 

851221-58-4DP, derivs and conjugates 
851221-59-5DP, derivs and conj u gates 851221-60-8DP, derivs and 

851221-61-9DP, derivs and conj u gates 
851221-62-0DP, derivs and conjugates 851221-63-1DP, derivs and 

851221-64-2DP, derivs and conjugates 
851221-65-3DP, derivs and conjugates 851221-66-4DP, deri-.-:: and 

tes 85122 1-6 7-5DP, derivs and conj u gates 
851221-68-6DP, derivs and conj u gates 851221-69-7DP, derivs and 
conjugates 851221-70-ODP, derivs and conjugates 
85122 1-71-1DP, derivs and conjugates 851221-72-2 DP, derivs and 

i t 85122 1-73 -3 DP, derivs and conjugates 
851221-74-4DP, derivs and conj u gates ?BTHT^T5^5DP, derivs and 
^ - v - ■ £ 851221-76-6 DP , deri vs and conj u gates 

851221-77-7DP, derivs and conjugates >P, derivs and 

N ^ ? 851221-79-9 DP, derivs and conjugates 
8bl221-80-2DP, derivs and conjugates 851221-81 -3 DP, derivs and 
conjugates 851221-82-4DP, derivs and conj u gates 

8bl221-83-bDP, derivs and io juga is 8^1^1-84- 6 DP, derivs and 
£2iiiy.iisl;£5. 1 1 - EE, l-n and oo^u^aj^ejs 

8bl221-86-8DP, derivs and conjugates Fbl221-87-9DP, derivs and 
•:x-v ; .-ug ates 851221-89-1 DP?~der i vs and juga | 

851221-90-4DP, derivs and c, ; > - " b 1 2 2 1-9 1-5DP, derivs and 

85122 l-92-6DP7~der~ivs and conj u gates 
8bl221-93-7DP, derivs and conjugates 851221-94-8DP, derivs and 
conjugates 851221-95-9DP, "derivs and conj jg 

851221-96-0DP, derivs and CW^SSHS 851221-97-1DP, derivs and 

j -M__l- --^dp", i'eri md Urates 

FbTr21-99-3DP, derivs and v vjqa 851222-"00-9DP, derivs and 

i - i- ee, i-ii ui i 

FbT2 2 2-~6T-lDP, derivs and juga - 8bl2T2-0~4-3DP, derivs and 

>. v v ^ ^ 851222-05-4DP', derivs and & uga - 
85122 T-06-"b DP, derivs and - „, ; ' - 85122 2 - 0~7 - 6 DP , derivs and 

;; - - 851222-0 8-7DP7™derTvs and ^onj 
?5lT2 2-T9-8DP, derivs and conjugates ?b 7Tb 7 -7™ 8 DP, derivs and 
conjugates 857257-73-9 DP , derivs and conjugates 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
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PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(human interleukin 18- . v protein;: , ^ . 

and " N v v^,o'^« for treating IL-18-related inflammatory 

diseases ) 
384653-03-6, GenBank AB000584 

RL: BSU (Biological study, unclassified); PRP (Properties); 
(Biological study) 

(human interleukin 18- 

and oo 1 ; for treating IL-18-related inflammatory 
diseases) 

57-50-1, Sucrose, biological studies 58-85-5D, Biotin, 
^ ^o'^» 59-05-2, Methotrexate 99-20-7, Trehalose 
108-31-6D, Maleic anhydride, copolymer 585-86-4, Lactitol 
P-Cyclodextrin, 2-hydroxypropanol ether 9002-89-5, Poly(v 
alcohol) 9003-01-4, Polyacrylic acid 9003-39-8, Polyvinyl 
pyrrolidone) 9004-34-6D, Cellulose, derivs. 9004-61-9, Hyaluronic acid 



BIOL 



7585-. 
inyl 



9005-32-7, Alginic acid 9086-85-5 10028-17-8D, Hydrogen-3, 
conj 3 tes 10043-66-OD, Iodine-131, conjugates. 



biological studies 
biological studies 
biological studies 
biological studies 
biological studies 
biological studies 
biological studies 
biological studies 
biological studies 
biological studies 



10098-91-6D, Yttrium-90, c 

13967-65-2D, Holmium-166 , ™ 

14133-76-7D, Technetium-99 

14158-31-7D, Iodine-125, c 

14265-75-9D, Lutetium-1777 

14762-75-5D, Carbon-14, 

15117-53-0D, Sulfur-35, 
15750-15-9D, 
15766-00-4D, 

15802-18-3D, Cyanoacrylic acid 



Indium-Ill, conjug 
Samarium-153, conjugates, 



polymers 

24980-41-4, Polycaprolactone 25248-42-4, Polycaprolactone 
25322368-3, Pol^efch^lene glycol 26063-00-3, 

Poly-p-hydroxybutyrate 26100-51-6, Polylactic acid 31621-87-1, 
Polydioxanone 34346-01-5, Poly(lactic acid-glycolic acid) 53123' 
Rapamycin 79217-60-0, Cyclosporin 104987-11-3, FK 506 139810- 
GenBank ml8255 139840-61-2, GenBank xl6866 140025-63-4, GenBank 
140030-59-7, GenBank m57732 140031-74-9 140033-47-2, GenBank m2 
140062-81-3 140098-98-2, GenBank x 
140281-74-9, GenBank m26062 140316 



140049-62-3, GenBank m23668 
140278-85-9, GenBank m25667 



X14830 
7288 
3131 
52-5, 



GenBank m62800 140509-06-4, GenBank m57731 140539-49-7, GenBank m26665 

-74-8, 
: J03764 
141165-70-0, 
142693-77-4, GenBank m96956 



140576-31-4, GenBank m69203 
GenBank m37435 140746-12-9, 
141010-19-7, GenBank x64877 



140740-20-1, GenBank y00081 140741-7 
GenBank xl4008 140961-11-1, GenBank , 
141010-21-1, GenBank m91036 



GenBank m91463 141705-88-6, GenBank x58431 



144532-01-4, GenBank dl0995 
GenBank x68285 149737-37-1, 
150510-74-0, GenBank zl8859 



145735-36-0, GenBank 107765 
GenBank 110338 150326-43-5 
150861-19-1, GenBank 115309 



GenBank u03486 151973-86-3, GenBank dl4497 152347-85- 



152371-82-9, GenBank 125444 
GenBank 131529 156678-90-9 
160075-32-1, GenBank d42038 
GenBank x83301 161273-84-3 
164952-58-3, GenBank u20734 



152649-01-9, GenBank 119871 
GenBank 134357 157417-40-8 
160475-87-6, GenBank d43772 
GenBank 129217 163953-68-2 
164952-76-5, GenBank u22314 



GenBank ul7034 168042-97-5, GenBank s77763 168523-60-2, 



168605-03-6, GenBank x83490 
GenBank ul5460 172712-00-4, 
174128-16-6, GenBank u22377 



169733-38-4, GenBank d38128 
GenBank 141147 173005-29-3, 
175113-26-5, GenBank u50360 



GenBank a28102 175299-02-2, GenBank u48807 175524-88-6, 



176145-94-1, GenBank u49187 
GenBank u59877 178734-25-3, 



176348-12-2, GenBank u53445 
GenBank u43944 180173-20-0 



147351 

GenBank 

151658 

GenBank 

155117- 

GenBank 

160900 

GenBank 

165149 

GenBank 

171212 

GenBank 

175196 

GenBank 

177929 

GenBank 



39-1, 
119267 

42- 3, 
119314 

74-1, 

x78710 
81-2, 

U19523 
73-5, 

27326 
01-4, 

U44848 
96-0, 
S81914 

43- 0, 
d82326 
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180604-89-1, GenBank u53786 181828-95-5, GenBank s83362 182940-44-9, 
GenBank u73328 183819-07-0, GenBank d50640 183983-98-4, GenBank u79248 
183983-99-5, GenBank u79249 183984-01-2, GenBank u79251 184342-40-3, 
GenBank u66468 184632-60-8, GenBank u77735 184941-12-6, GenBank 
ac000099 186445-92-1, GenBank ab000464 187859-73-0, GenBank u87269 
188329-74-0, GenBank u60062 189023-52-7, GenBank yl0375 189463-46-5, 
GenBank u96094 190920-95-7, GenBank af000234 202839-67-6, GenBank 
ab000548 226451-68-9, GenBank AI420129 252793-80-9, GenBank S69790 
382730-07-6, GenBank X13589 384438-97-5, GenBank m57730 384440-08-8, 

384440-42-0, GenBank x07730 384442-87-9, GenBank x52541 
384463-34-7, GenBank mll313 384463-53-0, 
GenBank j00219 384463-84-7, GenBank x04500 
384480-59-5, GenBank x59727 384488-43-1, 



GenBank j03600 
384452-11-3, GenBank m31166 
GenBank x06256 384463-75-6, 
384463-99-4, GenBank x06182 



GenBank 101087 384492-73-3, GenBank m95787 384497-75-0, GenBank x68277 
384506-42-7, GenBank 110343 384515-94-0, GenBank x63741 384520-60-9, 
GenBank 105568 384527-97-3, GenBank s59049 384528-75-0, GenBank x72755 



384536-34-9, GenBank 120971 
384581-28-6, GenBank z23115 
GenBank u37518 384728-18-1 
384976-62-9, GenBank j03171 
GenBank m27691 389182-22-3 
389192-44-3, GenBank x57809 
GenBank x59131 389200-61-7 
389357-20-4, GenBank d86425 



384557-60-2, DNA (human X arrestin cDNA) 
384655-19-0, GenBank u37546 384655-55-4, 
GenBank d49958 384735-80-2, GenBank u51096 
385172-72-5, GenBankd88152 389182-06-3, 



GenBank j03507 
389195-33-9, 



GenBank j04076 389184-77- 
389193-51-5, GenBank x57206 

GenBank 113740 389310-50-3, GenBank u38480 

389406-78-4, GenBank u78722 389406-79-5, 



GenBank u72649 389415-01-4, GenBank u78798 390187-88-9, 



391523-44-7, GenBank m32011 
GenBank m57710 391524-99-5 
391525-76-1, GenBank xl5880 



391523-63-0, GenBank m58603 
GenBank ml6937 391525-11-4 
391527-32-5, GenBank y00787 



GenBank S57153 
391524-76-8, 
GenBank x01057 
391528-24-8, 



GenBank m24283 391528-57-7, GenBank m69043 391528-67-9, GenBank m81181 



391529-34-3, GenBank M23178 



GenBank m62831 



GenBank m59465 391534-20-6, GenBank m92357 391535-10-7, 

391535-51-6, GenBank zll697 391536-35-9, GenBank 101406 

GenBank s76638 391540-52-6, GenBank dll428 391540-54-8, 

391544-82-4, GenBank d21267 391546-79-5, GenBank 107077 

GenBank X77744 391548-28-0, GenBank d!5049 391548-59-7, 

391550-27-9, GenBank d31762 391551-76-1, GenBank z32765 

GenBank z35093 391558-60-4, GenBank ul9261 391561-76-5, 

391758-90-0, GenBank 147345 391765-35-8, GenBank u37519 

GenBank x92814 391772-01-3, GenBank u31628 391777-17-6, 



391783-55-4, GenBank U49973 
GenBank d79206 391806-64-7 
391818-98-7, GenBank d89077 



391783-87-2, GenBank u47054 
GenBank u49957 391815-18-2 
391831-70-2, GenBank u70426 



GenBank u64675 391834-40-5, GenBank u89922 391838-61-2, 



391839-12-6, GenBank u53476 
GenBank m83667 



391532-21- 
GenBank m83221 
391536-91-7, 
GenBank x70991 
391547-30-1, 
GenBank z31695 
391557-48-5, 
GenBank ul9878 
391766-17-9, 
GenBank u45878 
391791-22-3, 
GenBank d87469 
391831-79-1, 
GenBank u91616 
392193-44-1, 
GenBank dl6583 
398425-27-9, 



391847-57-7, GenBank u89995 
392193-49-6, GenBank x53800 392204-67- 
392215-20-2, GenBank x75042 398114-34-6, GenBank u59914 
GenBank m27492 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
(human interleukin 18- 

and ££^2D^ate« for treating IL-18-related inflammatory 

diseases ) 

9031-44-1, Kinase (phosphorylating) 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(inhibitors; human interleukin 18-^ proteins and 

w for treating IL-1 8-related 

inflammatory diseases) 



10/565,331 



RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
( human : 

and " N v v^,o'^ ! for treating IL-18-related inflammatory 

diseases ) 
9004-74-4 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-methyl-ro-hydroxy- (CA INDEX NAME) 



H 0 ^ CH2 — CH2 — 0 ^ C H 3 



RN 25322-68-3 HCAPLUS 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-(0-hydroxy- (CA INDEX NAME) 



HO ^ CH2— CH2 — 0 ^- H 



L147 ANSWER 5 OF 84 HCAPLUS COPYRIGHT 2008 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:857632 HCAPLUS Full-text 
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Bispecific monoclonal rUni 

fragments binding to C3b-like or CR1 

receptor for treating viral or bacterial infection 

Mohamed, Nehal; Spitalny, George L.; Casey, Leslie ; 

Elusys Therapeutics, Inc., USA 

PCT Int. Appl. , 94 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 


2004087759 




A2 




20041014 




WO 2004- 


-US9630 




20040329 <— 


wo 


2004087759 




A3 




20041223 






















W: 


AE, 
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BW, 


GH, 


GM, 
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LS, 
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MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


zw 


, AM, 
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KZ, 
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RU, 


TJ, 
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AT, 
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BG, 


CH, 
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CZ, 


DE 


, DK, 


EE, 






ES, 


FI, 


FR, 


GB, 
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HU, 
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IT, 


LU, 
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PL, 


PT, 


RO 


, SE, 
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TR, 
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CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR 


, NE, 


SN, 






TD, 


TG 






























AU 


2004225941 




Al 




20041014 




AU 2004- 


-225941 




20040329 <— 


CA 


2520389 






Al 




20041014 




CA 2004- 


-2520389 




20040329 <— 


US 


20050031625 




Al 




20050210 




US 2004- 


-812636 




20040329 <— 
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EP 1611155 A2 20060104 EP 2004-758562 20040329 <— 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, PL, SK 

JP 2007525446 T 20070906 JP 2006-509449 20040329 <— 

PRIORITY APPLN. INFO.: US 2003-458468P P 20030328 <— 

WO 2004-US9630 W 20040329 

ED Entered STN: 18 Oct 2004 

AB The present invention provide a bispecific mol. comprising an a that 
L.v...u:< a C3b-like re< -[toi ro one or more non-neutralizing antigen- 

- of. The present invention also provides 
methods to identify non-neutralizing , i 1 particularly, to identify 

enhancing ^ ^ ^ Methods of producing such bispecific mols. and their 

therapeutic and/or prophylactic uses are also provided by the present 
invention . 

IC ICM C07K016-00 

CC 15-3 ( Immunochemistry) 

Section cross-reference ( s ) : 4 

ST bispecific monoclonal ant ibody fragment CR1 receptor viral 
bacterial infection 

IT Proteins 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(A; bispecific monoclonal >v ' ^ and fragments 
binding to C3b-like or CR1 receptor for treating viral or 
bacterial infection) 
IT Receptors 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(C3b-like; bispecific monoclonal n v Lbodj as and fragments 
3-like or CR1 receptor for treating viral or 

bacterial infection) 

IT . "X 4 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(anthrax lethal factor; bispecific monoclonal a^t^y^od 4 and 
fragments binding to C3b-like or CR1 receptor for treating 
viral or bacterial infection) 
IT Toxins 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(anthrax protective antigen; bispecific monoclonal &nt±ha&±<S8 
and fr 1 rm-iit : 1 C3b-like or CR1 receptor for 

treating viral or bacterial infection) 
IT Spore 

(anthrax; bispecific monoclonal « and fragments 

C3b-like or CR1 receptor for treating viral or 
bacterial infection) 
IT Infection 

(bacterial; bispecific monoclonal fragments 

C3b-like or CR1 receptor for treating viral or 
bacterial infection) 
IT Animal cell 
Animal virus 
Animals 

Bacillus anthracis 

Circulation 

Crosslinking agents 

Eubacteria 

Human 

Infection 
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Pathogen 

Staphylococcus aureus 

(bispecific monoclonal a t aid fragments 

vv to C3b-like or CR1 receptor for treating viral or 
bacterial infection) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(bispecific monoclonal igments 

3 to C3b-like or CR1 receptor for treating viral or 
bacterial infection) 
IT ' ^ ^ ' .logical studies 

RL: BSU (Biological study, unclassified); MOA (Modifier or additive use); 
BIOL (Biological study); USES (Uses) 

(bispecific monoclonal sxn ij i ;jb d fragments 
binding to C3b-like or CR1 receptor for treating viral or 
bacterial infection) 
IT Antigens 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(bispecific monoclonal 3 x ^ and fragments 

. nding to C3b-like or CR1 receptor for treating viral or 

bacterial infection) 

IT " , - v , v 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(bispecific; bispecific monoclonal antibodies and fragments 

- x " to C3b-like or CR1 receptor for treating viral or 
bacterial infection) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(fragments; bispecific monoclonal ^bodies and fragments 
binding to C3b-like or CR1 receptor for treating viral or 
bacterial infection) 



RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(microbial; bispecific monoclonal ^ and fragments 

binding to C3b-like or CR1 receptor for treating viral or 
bacterial infection) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(monoclonal; bispecific monoclonal S£ti bodie s and fragments 
M™.^iSS to C3b-like or CR1 receptor for treating viral or 
bacterial infection) 
IT Complement receptors 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(type 1; bispecific monoclonal antibod and fragments 
binding to C3b-like or CR1 receptor for treating viral or 
bacterial infection) 
IT Infection 

(viral; bispecific monoclonal a:x : .: and fragments 

bonding to C3b-like or CR1 receptor for treating viral or 

50 
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bacterial infection) 

- \ ^ ^ \ — ; a - 

RL: BSU (Biological study, unclassified); MOA (Modifier or additive use); 
BIOL (Biological study); USES (Uses) 

( b i s p e c i f i c monoclonal & « ; : x rx- •:; hn- 1 fragments 

-like or CR1 receptor for treating viral or 

bacterial infection) 

) ; MOA (Modifier or additive use) ; 

BIOL (Biological study); USES (Uses) 

(bispecific monocle . fragments 

^ to C3b-like or CR1 receptor for treating viral or 

bacterial infection) 
25322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



HO ^ CH2- 
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2004:780739 HCAPLUS Full-text 
141:276289 

Bispecific antibodies linked by 

polymer and conjugated with therapeutic 

diagnostic agent for immunotherapy and . 

Young, Stephen Peter 

The University of Birmingham, UK 

PCT Int. Appl., 36 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



APPLICATION NO. 



2004081051 




Al 




20040923 




WO 2004- 


-GB1026 




20040311 <■ 


W: AE, 
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AL, 


AM, 


AT, 


AU, 
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BB, 
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BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 
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ZM, 
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TJ, 
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FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


si, 


SK, 


TR, 
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CM, 
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GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 



TD, TG 



GB 2003-5702 



PRIORITY APPLN. INFO.: 
ED Entered STN: 24 Sep 2004 

AB The present invention discloses a bispec: 

antibodies , each of which has a binding specificity to 
situated on the surface of a target structure. Each o 
relatively low ndirig affinity for its resp. epitope, 
according to the present invention have much lower aff 



A 20030312 <— 

(BAb) comprising two 
a different epitope 
f said an ££dies has a 

The BAbs produced 
inity for cross-reactive 
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non-target tissue due to the lower affinity of the MAbs used to produce them. 
These BAbs still provide high avidity for target tissue due to the cumulative 
nature of the binding interactions. 
IC I CM C07K016-4 6 
ICS A61K051-10 
CC 15-3 ( Immunochemistry ) 

Section cross-reference ( s ) : 1, 3, 8, 9, 63 
ST bisp nt antigen epitope polymer 

s v therapeutic diagnostic 
IT od ies i™?;A:A::;;:Si25I:.i.v;Al£ 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(IgG; bispecific * -. polymer and 

w i th therapeutic or diagnostic agent for 
immunotherapy and immunodiagnosis) 
IT Imaging agents 

(NMR contrast; bispecific =i % N N by 

polymer and corrjugated with therapeutic or diagnostic agent 
for immunotherapy and immunodiagnosis) 
IT Cytotoxic agents 

(antimetabolites; bispecific % >. ^ >. \. by 
polymer and _ ' oo with therapeutic or diagnostic agent 

for immunotherapy and immunodiagnosis) 
IT Affinity 

Alkylating agents, biological 

Animal cell 

Animal tissue 

Antibiotics 

Antitumor agents 

B cell (lymphocyte) 

Biomarkers 

Crosslinking agents 

Cytotoxic agents 

Diagnostic agents 

Drugs 

Fluorescent substances 
Hybridoma 

,i jent 
Liposomes 

Luminescent substances 

Lymphocyte 

Multiple myeloma 

Organ, animal 

Phage display library 

Plasmids 

Retroviral vectors 
Surface plasmon resonance 
T cell (lymphocyte) 

(bispecific o ^ w d by polymer and 

: •: ;: A :; v i:aved with therapeutic or diagnostic agent for 

immunotherapy and immunodiagnosis) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(bispecific ant ibo dies by polymer and 

ith therapeutic or diagnostic agent for 
immunotherapy and immunodiagnosis) 
IT £oiX2.c5,;< 1 5 studies 
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RL: BSU (Biological study, unclassified); DGN (Diagnostic use); MOA 

(Modifier or additive use); THU (Therapeutic use); BIOL (Biological 

study); USES (Uses) 

(bispecific antibody. as linked by polymer and 
................................ " l1:n therapeutic or diagnostic agent for 

immunotherapy and immunodiagnosis ) 

&b r ■ 

Antigens 
Complement 
Interferons 
Interleukins 

; v- x 

Radionuclides, biological studies 
Receptors 



Tumor necrosis factors 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(bispecific antibodies linked by polymer and 

conjugated with therapeutic or diagnostic agent for 

immunotherapy and immunodiagnosis) 
Polymers, uses 

RL: MOA (Modifier or additive use); USES (Uses) 
(bispecific antibodies linked by polymer and 

r diagnostic agent for 
immunotherapy and immunodiagnosis) 

•si.es and ,jSiSS2!^l,2^HMB,S 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(bispecific; bispecific agt j-b^jr- 1 ?-?. ky 

pol_ ni-i u _ 1 1 n 1 h-i apeutic or diagnostic agent 

for immunotherapy and immunodiagnosis) 
•idA!7..i!ha. : d..'.ld_ 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
( % ; bispecific antibodies linked 

by polymer and conjugated with therapeutic or diagnostic 
agent for immunotherapy and immunodiagnosis) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 

DGN (Diagnostic use); SPN (Synthetic preparation); THU (Therapeutic use); 

BIOL (Biological study); PREP (Preparation); USES (Uses) 
(fragments; bispeeiti I \ dymer 

llul „„™„d\dd™dl} ltn therapeutic or diagnostic agent for 
immunotherapy and immunodiagnosis) 

Drug delivery systems 

(immunocon jugates; bispecific srvfcifoodies linked by 

polymer a therapeutic or diagnostic agent 

for immunotherapy and immunodiagnosis) 

Gene 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(knock-down or knock-in; bispecif: 

by polyr 

agent for immunotherapy and immunodiagnosis) 

(lipocc - j rj d by polymer 

and cotrjuggted with therapeutic or diagnostic agent for 
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immunotherapy and immunodiagnosis ) 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(monoclonal; . foy 

I i ni-i n'l 1H1 ^1 -rapeutic or diagnostic agent 

for immunotherapy and immunodiagnosis) 
IT Chloramines 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(nitrogen mustards; co- 
polymer and o v \; ^ 1 with therapeutic or diagnostic agent 
for immunotherapy and immunodiagnosis) 

(prodrugs; bispecific sntibodi.«:S linlv^i by polymer 
and - v v with therapeutic or diagnostic agent for 
immunotherapy and immunodiagnosis) 
IT Double stranded RNA 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(small interfering; bispecific antibodies linked by 
polymer and o N \ J t w with therapeutic or diagnostic agent 
for immunotherapy and immunodiagnosis) 
IT Sesquiterpenes 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(trichothecane; bispecific antibodies linked by 
polymer and cc j gatec with therapeutic or diagnostic agent 
for immunotherapy and immunodiagnosis) 
IT 25322-68-3, Polyethylene glycol 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); MOA 
(Modifier or additive use); THU (Therapeutic use); BIOL (Biological 
study); USES (Uses) 

(bispecific antibodies linked by polymer and 
................................ therapeutic or diagnoct ic agent for 

immunotherapy and immunodiagnosis) 
IT 51-21-8, 5-Fluorouracil 10043-66-0, Iodine-131, biological studies 
11056-06-7, Bleomycin 13981-56-1, Fluorine-18, biological studies 
14378-26-8, Rhenium-188, biological studies 15663-27-1, 
cis-Diaminodichloroplatinum ( I I ) 15715-08-9, Iodine-123, biological 
studies 15757-86-5, Copper-67, biological studies 15758-35-7, 
Ruthenium-97, biological studies 15765-38-5, Bromine-76, biological 
studies 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(b: and 
c^ ; itli therapeutic or diagnostic agent for 

immunotherapy and immunodiagnosis) 
IT . , , 

RL: BSU (Biol : L tudy, unclassified); DGN (Diagnostic use); MOA 
(Modifier or additive use); THU (Therapeutic use); BIOL (Biological 
study); USES (Uses) 

(bispecific \tvi by polymer and 

^ n ^ ith therapeutic or diagnostic agent for 

immunotherapy and immunodiagnosis) 
RN 25322-68-3 HCAPLUS 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-ro-hydroxy- (CA INDEX NAME) 
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PRIORITY APPLN. INFO.: US 2002-390504P P 20020621 <— 

WO 2003-US15519 W 20030515 <— 

OTHER SOURCE(S): MARPAT 140:368736 

ED Entered STN: 06 May 2004 

AB Described herein are crosslinked compds . useful in numerous treatments. 
Described herein are methods of making crosslinked compds. via (1) the 
oxidative coupling of two or more thiol compds. or (2) by the reaction between 
at least one thiol compound with at least one thiol-reactive compound In one 
aspect described herein is a method for preparing a compound, wherein the 
method includes reacting a first thiolated compound containing a macromol. and 
a with a second thiolated compound having at least one SH group in the 

presence of an oxidant wherein the first thiolated compound and second 
thiolated compound are the same or different compds. In one aspect, the 
macromol. can be a pharmaceutically-acceptable compound In one aspect, the 
macromol. can be polysaccharide such as hyaluronan. 

IC ICM A61K 



55 



10/565,331 



1-12 (Pharmacology) 

Section cross-reference ( s ) : 33, 34, 63 
Aromatic compounds 
Polyamides, biological studies 
Polyesters, biological studies 
Polyethers, biological studies 
Polyolef ins 
Polythioethers 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

( , ; i linked compels, containing 

macromols. and methods of making them via oxidative coupling of thiol 
compds . and thiol-reactive compds. and their use as pharmaceutical 
agents ) 
Drugs 

(v^ s ^ ^ v v crosslinked compds. containing macromols. and 
methods of making them via oxidative coupling of thiol compds. and 
thiol-reactive compds. and their use as pharmaceutical agents) 

Collagens, biological studies 

Decorins 

Elastins 

Fibronectins 

Gelatins, biological studies 

Glycolipids 

Glycoproteins 

Laminins 

Lipids, biological studies 
Macromolecular compounds 
Nucleic acids 
Oligonucleotides 

■•, biological studies 
Polymers, biological studies 

■ . ' 5 . kylen.es r biological studies 

Polysaccharides, biological studies 
Proteins 

Thiols, biological studies 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

( ^ ; crosslinked compds. containing macromols. and 

methods of making them via oxidative coupling of thiol compds. and 
thiol-reactive compds. and their use as pharmaceutical agents) 

Anabolic agents 

Analgesics 

Anti-infective agents 
Anti-inflammatory agents 
Antitumor agents 

D£ug vg2j v s;t a 

Fluorescent indicators 
Human 
Hydrogels 
Infection 
Inflammation 
Isotope indicators 

Li.«k.iAg agents 
Neoplasm 

Spin labels 
Wound 

Wound healing 

Wound healing promoters 
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(crosslinked compels, containing macromois. and methods of making them via 
oxidative coupling of thiol compds. and thiol-react ive compds. and 
their use as pharmaceutical agents) 

RL: RC. (F :actant); RACT (Reactant or reagent) 

(crosslinked compds. containing macromois. and methods of making them via 
oxidative coupling of thiol compds. and thiol-reactive compds. and 
their use as pharmaceutical agents) 
IT Proteins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(extracellular matrix-associated, >. ^ i. * ; crosslinked 
compds. containing macromois. and methods of making them via oxidative 
coupling of thiol compds. and thiol-reactive compds. and their use as 
pharmaceutical agents) 

IT ' , v ^ , v sj, 

(hydrogels; crosslinked compds. containing macromois. and methods of making 
them via oxidative coupling of thiol compds. and thiol-reactive compds. 
and their use as pharmaceutical agents) 

IT Imines 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(polyimines, conjugates, linkers ; crosslinked 

compds. containing macromois. and methods of making them via oxidative 
coupling of thiol compds. and thiol-reactive compds. and their use as 
pharmaceutical agents) 
IT Glycosaminoglycans, biological studies 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(sulfated, conjugates; crosslinked compds. containing macromois. 
and methods of making them via oxidative coupling of thiol compds. and 
thiol-reactive compds. and their use as pharmaceutical agents) 
IT Radionuclides, biological studies 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(with chelating agents, £222HSS£££' crosslinked compds. 

containing macromois. and methods of making them via oxidative coupling of 
thiol compds. and thiol-reactive compds. and their use as 
pharmaceutical agents) 
IT Chelating agents 

(with radionuclides, conjugates ; crosslinked compds. containing 
macromois. and methods of making them via oxidative coupling of thiol 
compds. and thiol-reactive compds. and their use as pharmaceutical 
agents ) 

IT M52ib.ii~2f?l> £:?J±X£9£&::1 " ith hyaluronic acid and 

thi iipropion h li z'ide < 8 b 1 4 J ,-l 7-3P 68bl43-18-4P 685143-19-5DP, 

i hyaluronic acid acrylates 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(crosslinked compds. containing macromois. and methods of making them via 
oxidative coupling of thiol compds. and thiol-reactive compds. and 
their use as pharmaceutical agents) 
IT 50-07-7D, Mitomycin C, 9000-11-7D, 

Carboxymethylcellu 1-69-5D, Pectin, 

0 -01-4D, Polyacryli icid, 
9003-16-1D, Polyfumaric acid, * 9004-61 -9 D, 

Hyaluronan, ^* 9005-32-7D, "Tlginic acid, 

oo\ ^ tv» 3 T5-49-6D, Heparin, conjugates 
'9F6T-T8-7D, Chondroitin sulfate, T 9050-30-0D, 
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Heparan sulfate, 'oj 9067-32-7D, Hyaluronic acid sodium 

salt, w \ x ; u*. 24967-94-0D, Dermatan sulfate, 
El 24991-23-9D, conjugates 25322-68-3D 

1 -4 - E , P 1 ill 1 i 

j ^-4 0 -6 D , Polyaspartic acid, 
26063-13-8D, Polyaspartic acid, • < 36655-86-4D, 

Polyglucuronic acid, conjugates 70226-44-7D, Heparan, 

4-4U-1E), Derrnat in, 
1 I 3 II 25 I 1 II 7-61-4D, conjugates 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

( crosslinked compds . containing macromols. and methods of making them via 
oxidative coupling of thiol compds. and thiol-reactive compds. and 
their use as pharmaceutical agents) 

bO-07-7, Mitomycin C 814-68-6, Acryloyl chloride 9004-61-9, Hyaluronan 

24991-b3-b , ' \\ N £8 \ >£G 50906-77-9 52821-72-4 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(crosslinked compds. containing macromols. and methods of making them via 
oxidative coupling of thiol compds. and thiol-reactive compds. and 
their use as pharmaceutical agents) 

25852 r 47 :: 5P 26570-49 -3P 160556-48-9P 476197-24-7DP, 

mitromycin acrylate ogS^jugats derivs., polymers, adducts with 

poly^thylsn* aiycol a rylate 476197-24-7P 

476197-25-8P 68514 3-16-2P 685143-19-5P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(crosslinked compds. containing macromols. and methods of making them via 
oxidative coupling of thiol compds. and thiol-reactive compds. and 
their use as pharmaceutical agents) 

50906-77-9D, conjugates 52821-72-4D, 

cor, ■ u^stes 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(linker; crosslinked compds. containing macromols. and methods of 
making them via oxidative coupling of thiol compds. and thiol-reactive 
compds. and their use as pharmaceutical agents) 
?I> g° n j . u . Sg^gjj. witn hyaluronic acid and 

thiodipropionic hydrazides 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(crosslinked compds. containing macromols. and methods of making them via 
oxidative coupling of thiol compds. and thiol-reactive compds. and 
their use as pharmaceutical agents) 
26570-48-9 HCAPLUS 

Poly (oxy-1 , 2-ethanediyl ) , a- ( l-oxo-2-propen-l-yl ) -co- [ ( l-oxo-2- 
propen-l-yl) oxy] - (CA INDEX NAME) 



ch-'c. 



^ 0 — C H 2 — C H 2 ^ 0— 



RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
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(crosslinked compds . containing macromols. and methods of making them 1 
oxidative coupling of thiol compds. and thiol-reactive compds. and 
their use as pharmaceutical agents) 
25322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



HO ^ CH2— CH2 — 0 ^ 



■ 68-3 , PEG 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(crosslinked compds. containing macromols. and methods of making them via 
oxidative coupling of thiol compds. and thiol-reactive compds. and 
their use as pharmaceutical agents) 

25322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-(0-hydroxy- (CA INDEX NAME) 



:-:£-::L..:11...y:. ; :: isiZi::;.!^:;!^. 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(crosslinked compds. containing macromols. and methods of making them v. 

oxidative coupling of thiol compds. and thiol-reactive compds. and 

their use as pharmaceutical agents) 
25852-47-5 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a- ( 2-methyl-l-oxo-2-propen-l-yl ) -co- 
[ (2-methyl-l-oxo-2-propen-l-yl)oxy]- (CA INDEX NAME) 



H2C 0 O CH2 

MeJU_^0_CH 2 _CH 2 ^|_oJcJc-M 



RN 26570-48-9 HCAPLUS 

CN Poly (oxy-1, 2-ethanediyl) , a- ( l-oxo-2-propen-l-yl ) -co- [ ( l-oxo-2- 
propen-l-yl) oxy] - (CA INDEX NAME) 



H— 'c ^ 0 — C H 2 — C H 2 ^ O— 'c— CH^=CH2 
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IT 52821-72-4D , cc : ; nug =s,t*« 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

( £i£ sr; crosslinked compds. containing macromols. and methods of 
making them via oxidative coupling of thiol compds. and thiol-reactive 
compds. and their use as pharmaceutical agents) 
RN 52821-72-4 HCAPLUS 

CN Butanoic acid, 4, 4 ' -dithiobis-, dihydrazide (9CI) (CA INDEX NAME) 



H 2 N — NH— C- 
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Patent 
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ED Entered STN: 01 Apr 2004 

AB The present invention relates to certain biol. active pfrptxdes and 

poiy p'gptidas which can be used as therapeutics or prophylactics against 
diseases or disorders s :o nerve growth factor (NGF) as the causative 

agent. In one aspect of the present invention, pharmacol. ac: 
comprising pep ta 3 N id to one or more Fc domains are provided. 

IC I CM A61K038-10 

ICS A61K038-16; C07H021-04; C07K007-08; C07K014-00 

CC 1-11 (Pharmacology) 

ST ^ analog nerve growth factor modulator 

IT A ^ v > - 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(Fc domain, ^ - _ ^ \i t ides ; 

■ 5 ancl re -Lated mols. that modulate nerve growth factor 
activity ^AiHESlS to vehicles such as ^tibcd^; Fc 
domains for treatment of diseases associated with pain) 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(IgGl, Fc domain, conj u gates with pe ptides ; 

pegtides and related mols. that modulate nerve growth factor 

cles such as an ^ ^ Fc 
domains for treatment of diseases associated with pain) 
IT Pain 

(acute; p* ^ v i and related mols. that modulate nerve growth 
factor activity Ixnkfed to vehicles such as aj^tijteciv; 
Fc domains for treatment of diseases associated with pain) 
IT Allergy 

(allergic dermatitis, pain in; peptides and related mols. 
that modulate nerve growth factor activity linked to vehicles 
such as antibody Fc domains for treatment of diseases associated 
with pain) 
IT Allergy 

Inflammation 
Nose, disease 

(allergic rhinitis, pain in; "^W:^" and related mols. that 
modulate nerve growth factor activity linked to vehicles such 
rl •^^"i Fc domains for treatment t ii - i - i sociated with 
pain) 
IT Dermatitis 

(allergic, pain in; peptides and related mols. that modulate 
nerve growth factor activity lii^ssd to vehicles such as 
as ! .-.'2.1V Fc domains for treatment of diseases associated with 
pain) 
IT Pain 

Skin, disease 

(alio lated mols. that modulate nerve 

growth f les such as 

\\U Fc domains for treatment of diseases associated with 

pain) 

IT Leg 

(amputation, pain in; . x ^ N * and related mols. that 
modulate nerve growth such 

i - ^ ^ \ Fl domains for treatment of diseases associated with 
pain) 
IT Inflammation 

(carditis, pain in; ^ and related mols. that modulate 

nerve growth factor activit to vehicles such as 

Mtibody;' Fc domains for treatment of diseases associated with 
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pain) 

IT Drug delivery systems 

(carriers; pe ptides and related mols. that modulate nerve 
growth factor activity linked to vehicles such as 

Fc domains for tre itment f disease i - lated with 

pain) 

IT Nerve, disease 
Pain 

(causal fi ; n I related mols. that modulate nerve 

growth factor activity i^.rvk^d to vehicles such as 

Fc domains for treatment of diseases associated with 

pain) 
IT Eukaryota 

i r expression in; 

fated mols. that modulate nerve growth factor 
ricti it, A.v.. : .:.-..±. : . : tc veh i ie u h i yy L ;; tyy j •; F 
domains for treatment of diseases associated with pain) 
IT Inflammation 

(chronic, pain in; u;^ 1 and related mols. that modulate 

nerve growth factor activity linked to vehicles such as 

Fc domains for treatment of diseases associated with 

pain) 
IT Headache 

(cluster; geg es and related mols. that modulate nerve 
growth factor activity liobsa to ^ehiife,: smh as 
yyyy :iy-::y Ff domains for treatment of diseases associated with 
pain) 
IT Inflammation 

Intestine, disease 

(colitis, pain in; peptides and related mols. that modulate 
nerve growth factor activity linked to vehicles such as 

".^ Fc domains for treatment of diseases associated with 

pain) 

IT £■ y t ' e4:....Mglqgical^ 

i (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

( S2Sjj^£S^£g with pe ptides ; pe ptxides and 

related mols. that modulate nerve growth factor activity linked 
to vehicles such as sntibod^ Fc domains for treatment of 
diseases associated with pain) 
IT E^EM^iS^' biological studies 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(con jug tes, ith Fc domain ml .l;. : :.vj ,-\; 

ted mols. that modulate nerve growth factor 
activity Ixnked to vehicles such as \ \ l/vd^ Fc 
domains for treatment of diseases associated with pain) 
IT Lipids, biological studies 

real studies 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

I , v " - / ith £«El;iiti!±~' E^E^Jiilli an<:1 

related mols. that modulate nerve growth factor activity iiyyy,;- 
to vehicles such as an!; .U.„Jv Fc domains for treatment of 
diseases associated with pain) 
IT ^ i* xo%vv ' biological studies 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(cyclic; j: ptides and related mols. that modulate nerve 
growth factor activity linked to vehicles such as 
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antibody Fc domains for treatment of diseases associated with 
pain) 

IT Bladder, disease 
Inflammation 

(cystitis, pain in; : ^ -m>l related mols. that modulate 

nerve growth factor activity linked to vehicles such as 

domains for treatment of diseases associated with 

pain) 

IT Nerve, disease 

(deaf f erentation syndrome, pain in; . related 

mols. that modulate nerve growth factor activity ' t 

vehicles such a,: •::••* ibo-iv Fc domains for treatment of 
diseases associated with pain) 

IT Nerve, disease 

(demyelination, pain in; jy^ v and related mols. that 
modulate nerve growth factor activit_ s to vehicles such 

Fc domains for treatment of diseases associated with 

pain) 

IT Nerve, disease 

(diabetic neuropathy, pain in; 1 -lated mols. 

that modulate nerve growth factor activity linjtjad to vehicles 

such domains for treatment of diseases associated 

with pain) 
IT P.?u.3...!^.^AYg.^....gY.g.1»®jj?g 

(diluent ; ml related mols. that modulate nerve 

growth factor activity t -In 1- n h 1 

Fc domains for treatment of diseases associated with 

pain) 
IT Epithelium 

(disease, pain in; peptides and related mols. that modulate 
nerve growth factor activity i inkad to vehicles such as 

domains for treatment of diseases associated with 

pain) 
IT Viscera 

(disease, pain; peptides and related mols. that modulate 
nerve growth factor activity linked to vehicles such as 
antibody Fc domains for treatment of diseases associated with 
pain) 

IT Gastrointestinal motility 

(disorder, dysmotility, pain ; ; : ;.vX.Li:i-:. : . : - slated mols. 
that modulate nerve growth factor activity linked to vehicles 

domains for treatment of diseases associated 

with pain) 
IT Ulcer 

(duodenal, pain in; * and related mols. that modulate 

nerve growth factor activit_ A. f -hides such as 

y Fc domains for treatment of diseases associated with 

pain) 

IT Intestine, disease 

(duodenum, ulcer, pain in; and related mols. that 

modulate nerve growth factor activity v .;;.A'..-.>.'. ; .'.'. : .. vehicles such 
ac ££iiHii2Z Fc domains for treatment of diseases associated with 
pain) 

IT Ulcer 

(gastric, pain in; ^^.iiv::;.;. 5 related mols. that modulate 

nerve growth factor activity linked to vehicles such as 

civ Fc domains for treatment of diseases associated with 

pain) 

IT Bladder, disease 

(hyperactive, pain in; , - and related mols. that 
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modulate nerve growth factor activity link&d to vehicles such 
i body Fc domains for treatment of diseases associated with 

pain ) 
IT Pain 

(hyperalgesia; £«&tj ; des and related mols. that modulate nerve 
growth factor activity linked to vehicles such as 

for treatment of diseases associated with 

pain) 

IT Human herpesvirus 

(infection, pain in; v \ * and related mols. that modulate 

nerve growth factor activity JJyjjs&cf to vehicles such as 
ant xb ody Fc domains for treatment of diseases associated with 
pain ) 

IT Intestine, disease 

(inflammatory, pain in; ;;';i?£v.±l'.V.". ; . and related mols. that 
modulate nerve growth factor activit s to vehicles such 

Fc domains for treatment of diseases associated with 

pain) 
IT Headache 

(migraine; x*.^ ■> ■> - and related mols. that modulate nerve 
growth factor activity v; : ; \x;::;- to -ehi'iles such as 

domains for treatment of diseases associated with 

pain) 

IT Respiratory system 
Urogenital system 

(motility disorder, pain in; £ ptidss and related mols. that 
modulate nerve growth factor activity linked to vehicles such 
as Sffitifeo^Y Fc domains for treatment of diseases associated with 
pain) 

IT Heart, disease 
Inflammation 

(myocarditis, pain in; pe ptides and related mols. that 
modulate nerve growth factor activity ked to vehicles such 
as v« -i \ Fc domains for treatment t ii - i ociated with 

pain) 

IT Nerve, disease 
Pain 

(neuralgia, from herpes virus infection, pain in; £S£>tides 
and related mols. that modulate nerve growth factor activity 
l:^ked to vehicles such as ( * 1\ Fc domains for 
treatment of diseases associated with pain) 
IT Inflammation 

Nerve, disease 

(neuritis, pain in; peptides and related mols. that modulate 
nerve growth factor activity linked to vehicles such as 

v Fc domains for treatment of diseases associated with 

pain) 

IT Nerve, disease 

(neuropathy, pain in; 1 related mols. that 

modulate nerve growth factor activity linked to vehicles such 
as antibody Fc domains for treatment of diseases associated with 
pain ) 

IT Eye, disease 
Inflammation 

(ophthalmitis, pain in; nd related mols. that 

modulate nerve growth factor act l ; ; *. to vehicles such 

i 5 i Lbodg Fc domains for treatment of diseases associated with 
pain) 

IT 0\ 

RL: ADV (Adverse effect, including toxicity); BIOL (Biological study) 
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(pain fror:.; peptides and related mols. that modulate nerve 

growth factor activity ^y£y^ed to vehicles such as 

antibody Fc domains for treatment of diseases associated with 

pain) 

IT AIDS (disease) 
Abscess 
Alcoholism 
Arthritis 
Bronchi, disease 
Burn 

Connective tissue, disease 

Dermatitis 

Diabetes mellitus 

Digestive tract, disease 

Drug toxicity 

Inflammation 

Lupus erythematosus 

Myositis 

Neoplasm 

Osteoarthritis 

Pruritus 

Psoriasis 

Rheumatic diseases 

Sunburn 

Surgery 

Tooth 

Vitiligo 

(pain in; £6£tid,es and related mols. that modulate nerve 
growth factor activity linked to vehicles such as 

v dj Fc domains for treatment of diseases associated with 

pain) 
IT Cell 

Escherichia coli 
Prokaryota 

(ge£ti;-H: ' ncoding vector expression in; peptides 
and related mols. that modulate nerve growth factor activity 
" to vehicles such as * *. tbods Fc domains for 

treatment of diseases associated with pain) 
IT Genetic vectors 

(£|gtide-encoding ; pe ptides and related mols. that 
modulate nerve growth factor activity lajVk to vehicles such 
ac antibody Fc domains for treatment of diseases associated with 
pain) 

IT Polynucleotides 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

1 mols. that 

modulate nerve growth factor activity Linked to vehicles such 
a x i> ^ Fc domains for treatment of diseases associated with 
pain) 
IT Analgesics 

Antimigraine agents 
Asthma 

Drug delivery systems 
Headache 
Human 

Molecular cloning 
Pain 

Pepcids library 
Phage display library 

i j u and related mols. that modulate nerve growth factor 
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activity linked to vehicles such as antibody Fc 
domains for treatment of diseases associated with pain) 
IT v >. ^o*, biological studies 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

( and related mols. that modulate nerve growth factor 

activity :^.^k-Ki to vehicles such t Fc 
domains for treatment of diseases associated with pain) 
IT Inflammation 
Nose, disease 

(rhinitis, vasomotor, pain 11 ; m 1 r-lated mols. 

that modulate nerve growth factor activity t ---hides 

such as tifood^ Fc domains for treatment of diseases associated 
with pain) 
IT Brain, disease 

(stroke, pain in; pe£tides and related mols. that modulate 
nerve growth factor activity li->fc£d to vehicles such as 

y'y Fc domains for treatment of diseases associated with 

pain) 
IT Headache 

(tension; v ^ ^ •> •> and related mols. that modulate nerve 
growth factor activir_ ' • ■• >.•*:•:' t ---liicles such as 

domains for treatment of diseases associated with 

pain) 
IT Injury 

(trauma, pain in; 1 related mols. that modulate 

nerve growth factor activity linked to vehicles such as 

F I in u n f r treatment t Ir - i - i r it - 1 rth 

pain) 

IT Nerve, disease 
Pain 

(trigeminal neuralgia; peptides and related mols. that 
modulate nerve growth factor activity linked to vehicles such 
as ani bodg Fc domains for treatment of diseases associated with 
pain) 

IT Stomach, disease 

(ulcer, pain in; pe ptides and related mols. that modulate 
nerve growth factor activity les such as 

lomains for treatment of diseases associated with 

pain) 
IT Infection 

(viral, her pec rrn , pain m; n I related mols. 

that modulate nerve growth factor activity linked to vehicles 

n li i F domains for treatment of diseases associated 

with pain) 
IT Disease, animal 

(visceral pain; peptides and related mols. that modulate 
nerve growth factor activity linked to vehicles such as 

w - Fc domains for treatment of diseases associated with 

pain) 
IT Pain 

(visceral; peptides and related mols. that modulate nerve 
growth factor activity ' \t vl to vehicles such as 

of diseases associated with 

pain) 

IT Glycocon jugates 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(with peptides ; peptides and related mols. that 
modulate nerve growth factor activity linked to vehicles such 
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as sat* body Fc domains for treatment of diseases associated wit 
pain) 

9061-61-4, Nerve growth factor 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
( . related mols. that modulate nerve growth factor 

activity ■i .. .;. 'i-:- vehicles such a:: ar^t ib<x^ F ' : 
domains for treatment of diseases associated with pain) 
57-88-5D, Cholesterol, -~ 
7093-67-6D, gonjugat and Fc domains 

18861-82-OD, Fc domains 

-jjv glycol, 

3 2 9-46-7D, linker 
'•onjugat^s 676329-48-9D, 

I ids domain ajuc 

?76TF9-5T-3D''r'' lirtker -peptide-Fc domain 
conjugates 676329-51~4D, Ivx ■> -Fc 

do^in ^gonj _y ^ates 6 7632 9-53-6D, linker - 
r - - -F I -ii _ _ - 1 4- D , 

-p&p? Fc domain conjugates 
676j29-5T-lD7~linkar- peptitte -Fc domain 

3 *tgg 676329-56-9 676329-56-9D, linker- 
peptide -Fc domain juga as 676329-58-1D, 

v Fr domain conjugates 
676329-60-5 6 7 6 3 2 9 - 6 0 - 5D, j^nker - pept ide -Fc domain 
conjugates 676329-63-8D, linker-peptide-Fc 
domain conj u gates 6 76329-65-0D, linkar- 

- °iLiilH.SS 676329-67-2D, 
■ -■ F domain conjugates 
676329-69-4D, linker - peptide -Fc domain 
oo routes 676329-71^80, linker - peptide -Fc 
domain conjugates 676329-73-0D, linker - 

676329-75-2D, 

2 I-76-3D, linker - peptide -Fc domain 
con jugates 676329-77-4D, linker-peptide-Fc 
1 1,11111 -- 11 329-78-5 676329-78-5D, linker 

-EtE^^-^""""^^' 1 1 coftj u rates 676329-79-6D, 

3 29^8 1-0 6 1 7 6329-81-OD, linker - 
> -Fc domain an Juga as 676329-82-1 
676329-82-1D, Li sr-pegtid -Fc domain 

:{a as 676329-83-2D, linker - pept ide -Fc 
domain - 676329-84-3D, pker - 

-F domain C£«j_a£at_os _ - jI j-4D, 

dp-Fc domain ; - 

6 7632 9 -86 - 5 57 "doma i n 

££EE££QE\E®E - - - [, • •'' ~.. ^L^±~ Fc 

domain cc v i^ates 676329-88-70," linker - 
»e»tido-Fc domain £vE.D.IE51:V:S£.v:. - - - 0, 

m V_-Fi domain g^iEE^uUu^E! 

_ - l-_r, y^t^-ps^t Ada-Fc 
domain ^ 676329-92-3D, -i-^-- 

-93-4D, 

ide -Fc domain 
676329-94-bD, iMEEE _ l^:Ei£ l £ _Fc domain 
EEEEEEiiEEE - ~ l, ~ D ' ™„™E\uE~E:™^ „ . ~ Fc 

domain c - s 676329-96-"D, 

i i„;„Ell5 676329-97-8D, 
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- -Fc domain - -> 

6 76329-98-9D, 1 xnk<?r - pep+;ide -Fc domain 
conj ugates 6 763 2 9- 9-T5" 

dciiirtm ,,_oo-OD7 ij«iir" 

p::pt i;ie : Fc"doraain cosh ;i;p;t<:;s 6 76 "-01-1D, 

J-Fc domain _ . " ... 
676330-02-2D, ^ - -77 domain 

; 3x± 676330-03 - J E , - - F c 

domain c 676330-04-4D, .'■ k--; : - 

k*Ltd:.7:-V.7. domain ddbdo..AdJ..;.U. 6 7'6 3 3O-0b-bD, 

-Fc domain ^±2^LlSL$ 
6 7 6 33 0-06-6D, linksr-pept ids-Fc domain 
conjugates 676330-07-7D, L ker-g ^ --Fc 

^ " j^lggates 676330-08-8D, linker - 
peptidQ-T^Tomain £pn1jA£ates 676'330-09-9D, 

.omain 2^±Oikk3: 
6 7 6 3 3 0 - lT- 2 d",""""" 1 inker - papt ide -Fc" doma i n 
conju gates 6'76330-l_ -4E , -Fc 
Jomrin""c^a5 

k ;::^ -F ' 1 m mi : 0-7b- D, 

I a nk--;;r- pept..Td<5 -Fc domain conjugates 
6 7 6 3 3 0 - 1 6 - 8 D , link^-peptids-F c doma i n 

domain con jugs' . , J. inker - 

c onjugates 676330-48-6 
n-4 - D, - -F 1 hi mi 

« vmxj&£ 676330-49-T~676330-49-7D, linker- 
-Fc domain conjugates 676330-50-0D, 
-> - . j t 0.5 

676330-51-1D, Xinkar - peptide -Fc domain 

2 676330-52-2D, linkgr - p e £tide -Fc 

domain cgnj^gateg 676330-53-3D, linker - 

peptide -Fc domain conjugafces 676330-54-4 

676330-54-4D, ^ ^\ v -Fc domain 

conjugates 676330-55-5 676330-55-5D, linker- 
V^-Fc domain v ^ ^ ^ 676330-56-6 

676330-56-6D, ^ -^7, in 

■V n-,u> ™" 1 i'-! -7D, linksr- 

&-Fc domain conj g tes 676330-58-85" 

.„.k..k..;..'... ~ F domain 

676330-5 - E, ■ - ■ -Fc domain 

I fces 676330-60-2D, linker - p e ptide -Fc 

d"omain o . ■ 6 7 6 3 3 0 -61- 3 57 i'inker- 

£f£t_ida-Fc dom-iin covnuoai-as 63 : 6 3 30-62-4D, 
do-Fc domain ^ y v - 

676330-63-bD, lomain 

ISlULlkxiiilti "■ .'-Lkkl.....lb- Fc 

6 76330-65-7D, linker 
-Fc loin mi j : - 30-66-8D, 
■ ;• • s -Fc dom mi ^.>.0.X;-vH: ; .\.v.±-.! 

6 7633 0-6 f-9~"""™6 7633 0-6 7-957" u ide-Fc domain 

221L:i::.--:2 D- -ml, 

domain d^jLd.d: d -ID, Ii«ke£- 

? - i J 30-70-4 

676330-70-4D, - , -Fc domain 

£2SiHSfe.®£ 67T33T-Vl-5D, - ^ - -Fc 

domain"" 676330-72 - 6 D , \x\ n> - 

pe»t^de-Fc domain conbuaates 1 - J -7D, 

linker - peptida -Fc domain conjugates 

?76330-7T-8 676330-74-857 -Fc domain 
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stes 676330-75-9D, I < - tide-Fc 
domain conjugates 676330-76-0 676330-76-0D, linker 

i-7 7-l 

676330-77-1 E.) , 

■^±,:.:Ji:K:.±L ^'T'iT 1-7 8-2 6 7 6 3 3 0 - 7 8 -Z D , J^o^x- 

: *?-Fc domain ^ -j;x;v,^^ 676330-79-3 
676330-"-,- D, - -Fc d main 

u- ii-., E), i c- 

676330- 81-7D, 

A;-Al-..±-'ri:?A.^\l-.;A.. : A'. ; .'r F 1 "' 1111 

676330-82-8 676330-82-8*5, U.;;Asn -Fc domain 
' 'Mil®®. 676330-83-9 676330-83-9D, ki - 
Cf-F lomain . 6 7 6330-84-OD, 
- 5: - peptide -Fc domain c«M»;uv c * 

676330-85^1 676330-85-lE77r7T77-V t . ; =. .: i -F 1 --main 
con j u gates 676330-86-2 676330-86-2D, linker- 

^-Fc domain v ^ u> 676330-87-3 
676330-87-3D, l^nker-^gtide-Fc domain 

ttes 676330-88-4D, linker - peptide -Fc 
domain conjugates 676330-89-5D, linker - 

anjuqatea 676330-90-8D, 
-F< dom tin 
676330-91-9D, linkar - peptide -Fc domain 

atea 676330-92-0 67 6330-92-OD, linker - 
ie-Fc domain 676330-93-1 
676330- -1C , • -. -Fc domain 

:• ■ •T^t&s 676330-94-2D, Xinkgr - p e ptidg -Fc 
domain v. v ^ * 676330-95-3D, linker- 
peptide -Fc domain conjugates 676330-96-4D, 
c >.nju<£< ■ 5 

676330- 97-5 676330-97-5D, lin^eg - E g ptijie -Fc domain 
con _};;;c;.:;t 676330-98-6D, 1 inke ;g - g g pt icite - F c 
domain conjugates 676330-99-7D, linker- 
domain conjugates 

6 76331-01-4D, linker - peptide -Fc domain 

676331-02-5D, li^gr - P^fcide -Fc 

676331- 04-7D, 

AAI}7±?^E?^E!v.v;.v7. : r Fc domain 

676331- 05-8 676331-05-8D, 1 inker -pept i de - F c domain 
g.9fii^g?^gg 676331-06-9D, 1 i»j^gg -ggpt ■ ide -Fc 
domain c . ■ 6 76331-0 7-0D, linker - 

. v t -F (lomain co«juoatft_s 6 76 i i 1-0 8-1D, 

Ly1\^A~£±LL^;.\~ f domain 

6 76331-10-! E 1 , - -F domain 

- \ 676331-11-6D, linker - peptide -Fc 

-i_-7D, l\ u> v - 
/v;/; - -Fl domain conj^Q3te£ 6 76331-13-8 
6 6 1-1 -'ili, }.:■ - i^-Fc domain 

^vtes 676331-14-9D, linker - peptide -Fc 
domain conj ugates 676331-15-65, i^A-^- 

Fl Lm ii i s; 676331-16-1D, 

1-i --E, ;;.;;. ; ; v |iV;.£ ^ , 1 111 1111 

■:;ilUiV:^'l"'Li 1 1 ' 1 - 1 - - E' , illiK^r-£e|^jm^-Fc 
^^^ ^^IHgirl 676331 -T7-4 6 7 6 3 3 1 -1 9 - 4 D , linker 
- peptide -"Fc""domain conjugates 676331-20-7 
676331-20-7D, linker- peptide -Fc domain 
conjugates 676331-21-8 ~676331-21-8D, linker - 
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pe ptide -Fc domain eonjugrates 676331-22-9 
6 7633T-2 2-9D, linkar - peptide -Fc domain 

S 763 73-3 0^l57" - -F 

domain.; 676373-31-2D, ^^igj^gr- 

" , F \tomaTn - - 32 3D, 

~ "10~ Fc domain conjugates 

'3-34-5 

676373-35-6 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

( and related mole, that modulate nerve growth factor 

activity linked to vehicles such as Fc 
domains for treatment of diseases associated with pain) 
IT 637-84-3 676381-89-8 676381-90-1 



RL: PRP (Properties) 

(unclaimed nucleotide sequence; £«j»tji£k^s ancl reiated mols. 
that modulate nerve growth factor activity) 
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(unclaimed sequence; papi es and related mols. that modulate 
nerve growth factor activity) 

2-££UlilS.§£-.lviJ. w i t h v. 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

and related mols. that modulate nerve growth factor 

activity linked to vehicles such as antibody Fc 

domains for treatment of diseases associated with pain) 
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AB The invention relates to a bispecific mol. comprising 
fcincU r»g rr.ciery :r.a: binds. a Cac-_i.<e receptor cross- 1 
(ethylene glycol) ( ' s ' ) £j££~£ with one or more secc 
moieties that bind a mol. The invention also relates 
such bispecific mols. and to therapeutic uses of such 
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a first recognition 
uued using a poly- 
nd recognition bxndir 
to methods of product 
bispecific mols. 
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IC ICM C12N 

CC 15-2 ( Immunochemistry ) 

Section cross-reference (s) : 63 
ST bispecific , : C3b like receptor antigen infection 

autoimmune disease 
IT Receptors 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(C3b-like; bispecific specific to C3b-like 

receptor and antigen or autoantigen coi 

for treating infection or autoimmune 

disease) 

IT/ ; .I'.:'" 5 

RL: BSU (Biological study, unclassified); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(IgG2a; bispecific x i il\\ ! > ^ specific to C3b-like receptor 
and antigen or autoantigen coupled by ££i^©t^£i®£® 
■> \ t for treating infection or autoimmune 

disease) 

it v 

RL: BSU ("Biological study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(IgG; bispecific , % * specific to C3b-like receptor and 

antigen or autoantigen coupled by polyethylene 
linkari for treating infection or autoimmune disease) 
IT Animal virus 
Eubacteria 

(antigen; bispecif i 1 - rfic to C3b-like receptor 

and antigen or autoantigen coupled by gg.^gthy_lene 
for treating infection or autoimmune 

disease) 

IT . i pglobulins 

RL: BSU i Logical study, un lassified) ; THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(autoantibodies; bispecific u i- itic to C3b-like 

receptor and antigen or autoantigen coupled by polyethylene 
; - i for treating infection or autoimmune 

disease) 
IT Antigens 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(autoantigens; bispecific ant bodies specific to C3b-like 

receptor and antigen or autoantigen coi 

\ for treating infection or autoimmune 

disease) 
IT Infection 

(bacterial; bispecific . j - ifi to C3b-like 

receptor and antigen or autoantigen coupled by jj^JJ^ t >^ ^ ,N 

I yc* I } |« § for treating infection or autoimmune 

disease) 
IT Autoimmune disease 
Bacillus anthracis 
Circulation 
Crosslinking agents 
Drugs 
Epitopes 

Functional groups 
Human 
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Immunotherapy 
Infection 

Linking agents 
Mammalia 
Mus 

Pathogen 
Primates 
Rodentia 

Size-exclusion chromatography 

(bispec _c to C3b-like receptor and 

antigen or autoantigen coupled by $G}Y®ttyZ<htte g l ycol 
i Vots for treating infection or autoimmune disease) 

Aldehydes, biological studies 

RL: BSU (Biological study, unclassified); BUU (Biological use, 

unclassified); BIOL (Biological study); USES (Uses) 

(bispecif ic ant iborih •••• r specific to C3b-like receptor and 
antigen or autoantigen coupled by polyethylene glycol 
\>- ' 5* for treating infection or autoimmune disease) 

Antigens 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(bispecific antibodies specific to C3b-like receptor and 
antigen or autoantigen coupled by polyethylene glycol 
lijikfhrs; for treating infection or autoimmune disease) 

Nucleic acids 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(bispecific anbibodies specific to C3b-like receptor and 
antigen or autoantigen coupled by ^ l^o ^ o >, 
J ; .{;j< i: ■•: .} r r treating infection or autoimmune disease) 
_cal studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(bispecific antibodies specific to C3b-like receptor and 
antigen or autoantigen coupled by H£jy^thj^l©ne glycol 
linkars for treating infection or autoimmune disease) 
N - s , biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(bispecif to C3b-like receptor and 

antigen or autoantigen coupled by polyethylene £l^c< I 
linkers for treating infection or autoimmune disease) 

Proteins 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(bispec lti > - _fic to C3b-like receptor and 

antigen or autoantigen coupled fc_ § iyethylene 

linkere for treating infection or autoimmune disease) 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(bispec fic to C3b-like receptor and 

antigen or autoantigen coupled by , ; 
A.UiHv.-Hl for treating infection or autoimmune disease) 

Molecules 

(bispecific; bispec. _c to C3b-like 

receptor and antigen or autoantigen coupled by 
glycol linkers for treating infection or autoimmune 
disease) 
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RL: BSU (Biological study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(bispecific; bispecif: fic to C3b-like 

receptor and antigen or autoantigen coupled i 

sating infection or autoimmune 

disease) 

(carriers; bispecific <HH£LS£?iA®£ specific to C3b-like 
receptor and antigen or autoantigen coupled 

> ^ - ' ■ " V,:* ■ toi ti-dtin [ infection or autoimmune 
disease) 

RL : BSU (Bio J iJ tu.f-, nn la ified); SPN (Synthetic preparation); THU 

(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(chimeric; bispecific > specific to C3b-like 

receptor and antigen or autoantigen coupled 
glycol linkers for treating infection or autoimmune 
disease) 
Medical goods 

(containers; bispecific it s: specific to C3b-like 

receptor and antigen or autoantigen coupled by ^ \ ^ ■>>, e 
glyco liti s N ". - for treating infection or autoimmune 
disease) 

RL: BSU (Bii I ji ii tniy, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(fragments; bispecific ^tibodiea specific to C3b-like 
receptor and antigen or autoantigen coupled by gQ^ygtfiyj:^? 

V x I nkers for treating infection or autoimmune 
disease) 
•£\ .i :!\ ! LL\\\Ul\ L ^ 

RL: BSU (Biol icaJ tudy, uncla ified); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(heavy chain; bispecific * ^ Lbodiea specific to C3b-like 
receptor and antigen or autoantigen coupled by 0 N " > N 

|lvcc \ for treating infection or autoimmune 

disease) 

RL: BSU (Biol L st ly, unclassified); SPN (Synthetic preparation); THU 

(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(humanized; bispecif .fic to C3b-like 

receptor and antigen or autoantigen coupled by polyethylene 

^ vV " ^ ^, tor treating infection or autoimmune 

disease) 

RL: BSU (Biological study, unclassified); BUU (Biological use, 

unclassified); BIOL (Biological study); USES (Uses) 

(hydrazide, hydrazine and aldehyde derivs.; bispecific 
£0£££22i£^ specific to C3b-like receptor and antigen or 
autoantigen coupled by polyeth ylene glycol 
link i for treating infection or autoimmune disease) 

Reagents 

RL: BSU (Biological study, unclassified); BUU (Biological use, 
unclassified); BIOL (Biological study); USES (Uses) 
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(hydrazine or aldehyde-modifying; bispecif ic antibodies 

specific to C3b-like receptor and antigen or autoantigen coupled by 

j- : :. I ■ ;v'v iHHi±E£ for treating 

infection or autoimmune disease) 

RL: BSU (Biological study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(light chain; bispecific uitil i - if i to C3b-iike 

receptor and antigen or autoantigen coupled by ^ ■> \ ■» 

for treating infection or autoimmune 

disease) 
IT Containers 

(medical; bispecific 5 v bod s specific to C3b-like receptor 
and antigen or autoantigen coupled by x 

^\ v for treating infection or autoimmune 

disease) 

I T Antibodies and I^unoglobulins 

RL: BSU (Biological study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(monoclonal; bispecific - x - specific to C3b-like 

receptor and antigen or autoantigen coupl 
glycol l inkers for treating infection or autoimmune 
disease) 
IT Antigens 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(protective; bispecific antibodies specific to C3b-like 

receptor and antigen or autoantigen coupled by polyethylene 

gl ycol linkers for treating infection or autoimmune 

disease) 

IT Organic compounds, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(small; bispecific j^tibodies specific to C3b-like receptor 
and antigen or autoantigen coupled by golygthylgng 
c v link its for treating infection or autoimmune 
disease) 
IT Substitution reaction 

(thiolation; bispecific I Lbodj specific to C3b-like 
receptor and antigen or autoantigen coupled by polyethylene 
glycol linkers for treating infection or autoimmune 
disease) 
IT Complement receptors 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(type 1; bispecific specific to C3b-like receptor 

and antigen or autoantigen coupled by go s. t ylene 

^ ■. v v - for treating infection or autoimmune 

disease) 
IT Infection 

(viral; bi _c to C3b-like receptor 

and antigen or autoantigen coupl- I J_ 

c \ :> s for treating infection or autoimmune 

disease) 

IT 2S322-68-3 , Polyethylene glycol 

L';l£;i™£jl;i;il-; ' ^.SS' hydrazide, hydrazine and aldehyde 

derivs. 60444-78-2, Succinimidyl 4-f ormylbenzoate 68181-17-9, SPDP 
76931-93-6, Succinimidyl acetylthioacetate 174459-58-6 357277-60-2 
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362522-50-7, Succinimidyl 6-hydrazinonicotinate acetone hydrazone 
674369-01-8 674369-02-9 674369-03-0 

RL: BSU (Biological study, unclassified); BUU (Biological use, 
unclassified); BIOL (Biological study); USES (Uses) 

(bispecifi p- ific to C3b-like receptor and 

antigen or autoantigen coui 1- 1 J 

: : N - for treating infection or autoimmune disease) 
302-01-2, Hydrazine, biological studies 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(modification reagent; bispe fic to 

C3b-like receptor and antigen or autoantigen coupled by 
p-:.- Ws'-.lv,-''; o !; y ■ L l:iP.k^r<: : ;;r : r - r- :. i :\ 

infection or autoimmune disease) 



' ° v N ' ' v ' zide, hydrazine and aldehyde 

der ivs . 

RL: BSU (Biological study, unclassified); BUU (Biological use, 
unclassified); BIOL (Biological study); USES (Uses) 

(bispecific . VN N ~s vs specific to C3b-like receptor and 
antigen or autoantigen coupled c\ polye-:hv l^ae v.co^ 
for treating infection or autoimmune disease) 
HCAPLUS 



25322- 

Poly (oxy-1, 2-ethanediyl ) , a-hydro-co-hydroxy- 



(CA INDEX NAME ) 



HO ^ CH2— CH2 — 0 ^ 
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AB Disclosed are surprising discoveries concerning the role of anionic 

phospholipids and aminophospholipids in tumor vasculature and in viral entry 
and spread, and compns. and methods for utilizing these findings in the 
treatment of cancer and viral infections. Also disclosed are advantageous 

, iiiiiiiunocon jugate and duramycin-based compns. and combinations that 
bind ind inhibit anionic phospholipids and aminophospholipids, for use in the 
safe and effective treatment of cancer, viral infections and related diseases. 

IC ICM A61K 

CC 15-3 ( Immunochemistry ) 

Section cross-reference ( s ) : 1, 8, 63 

ST ®BtiI?£i!j£ anionic phospholipid aminophospholipid immunocon jugate 
duramycin cancer viral infection 

I T ^£H)£ 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(A; antibodies specifically bind to anionic 
phospholipids and/or aminophospholipids >. v ; 'ith 
duramycin J.O................. f i treating viral infections and cancer) 

IT CD antigens 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(CD106; ,5. vw^ 1 ; specifically b^nd to anionic 
phospholipids and/or aminophospholipids jjt gat ad ;ith 

duramycin £«£tida for treating viral infections and cancer) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 

DGN (Diagnostic use); THU (Therapeutic use); BIOL (Biological study); PREP 

(Preparation); USES (Uses) 

(IgGl anionic 
phospholipids and/or aminophospholipids gggj g ffatgg with 
duramycin j for treating viral infections and cancer) 

IT Antibodies and Immunoglobulins 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
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DGN (Diagnostic use); THU (Therapeutic use); BIOL (Biological study); PREP 

(Preparation); USES (Uses) 

(IgG3; jod pecifically bind to anionic 

phospholipids and/or aminophospholipids conjugated with 
duram_ in ^ f i treating viral infections and cancer) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 

DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 

(Biological study); PREP (Preparation); USES (Uses) 
(IgG; i-itili t anionic 

phospholipids and/or aminophospholipids conjugated with 
duramycin p e ptxdfe for treating viral infections and cancer) 



RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 

DGN (Diagnostic use); THU (Therapeutic use); BIOL (Biological study); PREP 

(Preparation); USES (Uses) 

specifically fo£«d to anionic 
phospholipids and/or aminophospholipids conjugated with 
duramycin g«£tide for treating viral infections and cancer) 

Exotoxins 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(Pseudomonas ; y^odj ss specifically bona to 

anionic phospholipids and/or aminophospholipids conjugated 

with duramycin geauife : or treating viral infections and 

cancer) 

Annexins 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(V; anti ^ > specifically bind to anionic 
phospholipids and/or aminophospholipids conjugated with 
duramycin peptide for treating viral infections and cancer) 

Cell adhesion molecules 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(VCAM-1 (vascular cell adhesion mol. 1); ggfciboj&gg 

specifically ; ; t>: anionic phospholipids and/or 

aminophocpholipids conjugated with duramycin peptide 

for treating viral infections and cancer) 
Phospholipids, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

anionic 

phospholipids and/or aminophospholipids conjugated with 
duramycin treating viral infections and cancer) 

Phospholipids, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(amine-cont ; to 

anionic phospholipids and/or aminophospholipids conjugated 
with duranr in i treating viral infections and 

cancer) 

Functional groups 

(ammonio group; antibodies specifically bind to 
anionic phospholipids and/or aminophospholipio.: o o *j x s d 
with duramycin pe ptide for treating viral infections and 
cancer ) 



RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use); THU (Therapeutic use); BIOL (Biological study); PREP 
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(Preparation); USES (Uses) 

(anti-idiotypic; antibodies specifically bind to 
anionic phospholipids and/ or ami nophospho lipids conj u gated 
with duramycin for treating viral infections and 

cancer) 
IT Mitosis 

(anti-tumor agent; afitibodxes specifically bind to 
anionic ; 

with dun treating viral infections and 

cancer) 
IT Adenoviridae 
Affinity 

Alkylating agents, biological 

Alphavirus 

Amino group 

Angiogenesis inhibitors 
Animals 

Anti-AIDS agents 

Antibiotics 

Antitumor agents 

Antiviral agents 

Arenavirus 

Arthritis 

Atherosclerosis 

Bunyavirus 

Calicivirus 

Carboxyl group 

Chemotherapy 

Coagulants 

Color formers 

Coronavirus 

Crimean-Congo hemorrhagic fever virus 

Cytomegalovirus 

Cytotoxic agents 

DNA sequences 

Deltavirus 

Dengue virus 

Diagnostic agents 

Ebola virus 

Filovirus 

Flavivirus 

Genetic vectors 

Graves' disease 

Guanarito virus 

Hantavirus 

Hendra virus 

Hepadnaviridae 

Hepatitis A virus 

Hepatitis B virus 

Hepatitis C virus 

Hepatitis E virus 

Hepatitis delta virus 

Herpesviridae 

Human 

Human coronavirus 

Human herpesvirus 2 

Human herpesvirus 3 

Human herpesvirus 4 

Human immunodeficiency virus 

Human papillomavirus 
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Human parainfluenza virus 

Hyperthyroidism 

Imaging agents 

Immunoradiotherapy 

Immunotherapy 

Influenza A virus 

Influenza B virus 

Influenza C virus 

Junin virus 

Labels 

Lassa virus 

Lymphocytic choriomeningitis virus 
Machupo virus 
Marburg virus 
Measles virus 
Molecular cloning 

NMR (nuclear magnetic resonance) 

Nipah virus 

Orthomyxovirus 

Papovaviridae 

Paramyxovirus 

Phosphate group 

Pichinde virus 

Picornaviridae 

Poxviridae 

Protein sequences 

Protein sequences 

Psoriasis 

Radiotherapy 

Respiratory syncytial virus 

Retroviridae 

Rheumatoid arthritis 

Rift Valley fever virus 

Rotavirus 

Rous sarcoma virus 

Sabia virus 

Semliki Forest virus 

Tick-borne encephalitis virus 

Togaviridae 

Vaccinia virus 

Variola virus 

Venezuelan equine encephalitis virus 
West Nile virus 

Western equine encephalitis virus 
X-ray 

Yellow fever virus 
cDNA sequences 

anionic 

phospholipids and/or aminophosphol: i 
duramy in .v..!'. ; ; f, ' L treating viral infections and cancer) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 
( .:.,r,.„.." ' -pacifically bind to anionic 

phospholipids and/or arum ph ph lipi 1 _ l 

durarrr in v ; ^ v * t i treating viral infections and cancer) 
IT Albumins, biological studies 

Amino acids, biological studies 
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Carbohydrates, biological studies 
Cardiolipins 

Enzymes, biological studies 

Fusion proteins (chimeric proteins) 

, biological studies 
il studies 

Phosphatidic acids 

Phosphatidylethanolamines, biological studies 
Phosphatidylglycerols 
Phosphatidyl inositols 
Phosphatidyl serines 

Polysaccharides, biological studies 
Proteins 

Radionuclides, biological studies 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
( ^^-u^ specifically bind to anionic 

phospholipids and/or ammopho^ph lij 1 1 itb 
duramycin ^ vt\d' N for treating viral infections and cancer) 
IT Anthracyclines 
Cytokines 

Ribosome-inactivating proteins 
Steroids, biological studies 

Toxins 
Tumor necrosis factors 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

( antib odies specifically bind to anionic 

phospholipids and/or aminophospholipids conjugated with 

duramycin treating viral infections and cancer) 

IT Cytotoxic agents 

(antimetabolites; antibodies specifically bind to 
anionic phospholipids and/or aminophospholipids conjugated 
with duramycin g^fci<te for treating viral infections and 
cancer) 

IT DNA replication 

(antitumor agent; specifically bind to 

anionic phospholipids and/or aminophosphol p d 

with duramycin g g for treating viral infections and 

cancer) 

IT Health products 

(biological ; ^ ^o ->js specifically bind to 

anionic phospholipids and/or aminophospholip: 

with dur ting viral infections and 

cancer) 

1 T ' " " : - 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(bispe to 

anionic phospholipids and/or aminophospholipids conjugated 

with durann in i treating viral infections and 

cancer) 

(carriers; ar>t^£. : «iisss specifically bind to anionic 
phospholipids and/or aminophospholipice oojv; j ^ x s i with 
duramycin peptide for treating viral infections and cancer) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); USES (Uses) 
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(chimeric; antibodies specifically -bind to anionic 
phospholipids and/ or ami nophospho lipids conjugated with 
duramycin yvy- > for treating viral infections and cancer) 

IT ;....':'<.:.:,; aj-llt 

(' 1-n iLl-; 1- Tii ill t anionic 

phospholipids and/or mini i li \ h ii, 1 [ , ith 

duram- in ■. : ; p : : o ,. £ i treating viral infections and cancer) 
IT Avidins 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

( °P. n . j " ggj»gjf. ' ^^j-PP^gg specifically bind 

to anionic phospholipids and/or aminophosphol±i i 1 

with duramycin ^ \do for treating viral infections and 

cancer) 

IT % xos t Xylenes, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

( conjugates ; antibodies specifically bind 

to anionic phospholipids and/or aminophosp 

with duramycin y v \ 4 for treating viral infections and 

cancer) 
IT Eye, disease 

(diabetic retinopathy; antibodies specifically bind 

to anionic phospholipids and/oi mini [ h I ] 

with duramycin i ... ^ " for treating viral infections and 

cancer) 
IT To - 1 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(diphtheria; antibodies specifically bind to 
anionic phospholipids and/or aminophospholipids conjugated 
with duramycin pe ptide for treating viral infections and 
cancer) 
IT Blood vessel 

(endothelium; antibodies specifically bi«d to 
anionic phospholipids and/or aminophospholipids conjugated 
with duramycin peptide for treating viral infections and 
cancer) 
IT Pseudomonas 

(exot in; [- in tll_ t ni nic 

phospholipids and/or aminophospholipids gogj ^ gatgd with 
duramycin Pyiyyyy.-; for treating viral infections and cancer) 
1 T : l *" - : ' : '■ 'O '• '■ : ' :: 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(fragment::; -tnt xt-.:-.-&:: ■• ■ :p-cif i: .illy !.v : o to anionic 
phospholipids and/or aminophospholipids oonjugated with 
duramycin j ; i ^- t i treating viral infections and cancer) 
1 T :(x-.:.v.:.LLi: : ^ 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(heavy chain, variable; t - in 

to anionic phospholipids and/or mini pi ph Lipnl 

with duramycin gep id® for treating viral infections and 

cancer) 

IT Blood vessel, neoplasm 

(hemangioma; v ^ specifically bind to 

anionic phospholipids and/or aminophospholipids SB^j^Q^^ 
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with duramycin peptide for treating viral infections and 
cancer) 

IT &nci : :::::' ■ --j . . :\ L; :: 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 

DGN (Diagnostic use); THU (Therapeutic use); BIOL (Biological study); PREP 

(Preparation); USES (Uses) 

(humanic-'l; 1- if i ill t anionic 

phospholipids and/or amino] l 
duram treating viral infections and cancer) 

IT [::: : .:::J...:. : J±A::.:::l::..v:...£l±:.:l::. : .A 

(imraunoconm i ite- ; i - ifi ill: to 

ciiu in ph 1 ii lii id ui 1 i miiii 1 li 1 ii 111 - 1 . 
with duram_ ii . ± i tieating viral infections and 

cancer) 
IT Drv:« deliv-s; ;:y 1 

( immunotoxins ; sntjU^^ies specifically bind to 
anionic phospholipids and/or aminophoE 

with duramycin ^ for treating viral infections and 

cancer) 
IT Apoptosis 

(inducers; agfcibodigg specifically bind to anionic 

phospholipids and/or aminophospholipids conjugated with 

duramycin > for treating viral infections and cancer) 

IT Tubulins 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(inhibiting drugs; antibodies specifically bind to 
anionic phospholipids and/or aminophospholipids oonjugated 
with duramycin peptide for treating viral infections and 
cancer) 
IT Angiogenesis 

(inhibition; antibodies specifically bind to 

anionic phospholipids and/or aminophospholipids conjugated 

with duramycin gggfej^Ja for treating viral infections and 

cancer) 

it aj i - N 4...j^!?gg^gfa"j-Agg 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(light chain, variable, \ .. N specifically bind 

to anionic phospholipids and/or aminophospholipids ^i^.^o 
with duramycin ^vt t .l tieating viral infections and 

cancer) 
IT "a::, del::.v%ry ;; : 

(liposomes; - p^ 1 - if i'- - = illy i : ; ; H. : .;l t ' : ' anionic 

phospholipids and/or aminophospholipids ggn^ jj ggtgd with 
duramycin t i treating viral infections and cancer) 

IT Eye, disease 

(macula, degeneration; 

to anionic phospholipids and/or aminophospholipid . . ' j ggated 
with dui tieating viral infections and 

cancer) 
IT Eye, disease 

(macula, senile degeneration; antibodies specifically 
bi_nd to anionic phospholipids and/or aminophospholipids 
co it jug- Sited with duramycin peptide for treating viral 
infections and cancer) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 
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(Biological study); PREP (Preparation); USES (Uses) 
(monoclonal; ^ ^ -.o* specifically bind to 

anionic phospholipids and/ or ami nophospho lipids conj u gated 
with duramycin or treating viral infections and 

cancer) 
IT Glaucoma (disease) 

(neovascula: ; JL&s specifically bind to 

anionic phospholipids and/or 

with duramycin pa&t. ich; for treating viral infections and 
cancer) 

(parenterals, * - ■> specifically bind to 

anionic phospholipids and/or aminophospholipids cojv: 
with dur treating viral infections and 

cancer) 
IT Hydroxyl group 

(phenolic; i t Lbod is specifically bind to anionic 
phospholipids and/or aminophosphol 

duramycin peptide for treating viral infections and cancer) 
IT Alcohols, biological studies 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(polymers; an Less specifically bind to anionic 

phospholipids and/or aminophospholipids £0^j^£a^d with 
duramycin treating viral infections and cancer) 

IT P.?^g...jjgM-'^g-?5?...gY.g.'!r.^g 

(prodrugs; j^tibodies specifically bind to anionic 
phospholipids and/or aminophospholipids conjugated with 
duramycin peptide for treating viral infections and cancer) 

IT Serratia 

(protease; ggtibodigs specifically bind to anionic 
phospholipids and/or aminophospholipids co n j _y_ gaj»g_4 with 
duramycin peptide for treating viral infections and cancer) 

IT DNA 

Proteins 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(recombinant; antibodies specifically bind to 

anionic phospholipids and/or aminophospholipids co njugated 

with dui ting viral infections and 

cancer) 
IT Chromosome 

(segregation; antitumor agent; ^. t vlw* specifically 

'. ■ .. : . t mionic phospholipids and/or aminophospholipids 
^ - rtli dur amy.; in ;. f ; . ; x fcr treating viral 

infections and cancer) 
IT Functional groups 

(sulfate; antibodies specifically x to anionic 

phospholipids and/or aminophospholipids conjugated with 

duramycin treating viral infections and cancer) 

IT Functional groups 

(sulfonate group; 

anionic phospholipids and/or aminophospholipids v j^H£at 
with durann in r l treating viral infections and 

cancer) 
IT Embryophyta 
Eubacteria 

Plants 

( \v , antibodies specifically * to 
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anionic phospholipids and/or arninophosphol ipids conj u gated 

with duramycin pe ptide for treating viral infections and 

cancer) 
IT Tumor markers 

(tumor vessel; -cifically bivnd to 

anionic _ _ i uiiiu I li I li 111 1 I 

with duramycin jj-o^ ^ for treating viral infections and 

cancer) 
IT Imaging 

(tumor; i - ifi all; tc anionic 

phospholipids and/or aminophosph 

duramycin ^ ■> for treating viral infections and cancer) 

IT Endothelium 

( a cular; t- itj 11_ 1 ni nic 

phospholipids and/or arninophosphol ir id.: i ■ [ il<:0 -.-it 1 1 
duramycin ' >. for treating viral infections and cancer) 

IT Alkaloids, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(vinca; s \ s v vf> •» specif icall to anionic 

phospholipids and/or aminophospholipids conjugated with 
duramycin ■> for treating viral infections and cancer) 

IT Infection 

(viral; antibodies specifically bind to anionic 
I li [li 1 il J 1 ml i mini i n li 111 l 1H1 
duramycin pe ptide for treating viral infections and cancer) 

IT Interferons 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(y; antibodies specifically bind to anionic 
phospholipids and/or aminophospholipids ffg n J ^ ggfcg4 w ith 
duramycin peptide for treating viral infections and cancer) 
IT 9001-92-7D, Protease, conjugates 

RL: ECU (Biol fi [1 tudy, in li iti-1); E nil ( E l i m ti n -); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(Serratia; ^tibodies specifically bind to anionic 
phospholipids and/or aminophospholipids conjugated with 
duramycin treating viral infections and cancer) 

IT 650663-91-5 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 

(Biological study) 

(amino acid sequence; antibodies specifically bind 

to anionic phospholipid.: and oi aminophospholipids co njugated 

with duramycin p eptide for treating viral infections and 

cancer) 

IT 650591-59-6DP, njuga s 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use) ; PRP (Properties) ; THU (Therapeutic use) ; BIOL 
(Biological study); PREP (Preparation); USES (Uses) 
anionic 

phospholipids and/or am: i 
duramycin geptids for treating viral infections and cancer) 
IT 58-85-5D, E 001-67-6D, Neuraminidase, 

£HliH5S.lr£ '001-78-9D, Alkaline phosphatase, jugs s 

9001-99-4D, Ribonuclease, conjixgat^g i0l)4-u -IE, it'hei in, 

i • J o v v i 9014-01-1D, Subti li 'm, x 
9014-0 6 H5D, Penicillin imi la -, -c "1-1 -5D, 

Arylsulf atase, . ; j, Cytosine deaminase, 

jate 9031-11-2D, (3-Galactosidase, ;v 
?6Tl - 9 8 -5D , Carboxypfegtidas* , conj=y^t*« 9073-60-3 D , 
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-Lactamase, conj u gates 9073-78-3D, Thermolysin, 
? ^ 9077-67-2D, conjugates 10043-66-OD, 

13 tvs«, biological studies 10098-91-6D, 
iS3.t:33. ' biological studies 
jugates , biological studies 
juaates, biological studies 
biological studies 
biological studies 
fces , biological studies 14378-26-8D, 
ju gates , biological studies 14701-22-5D, 
jugates, biological studies 14885-78-0D, 
agates, biological studies 14913-52-1D, 
Neodymium ion(3+), Ov « v xjj it v. biological studies 14998-63-1D, 

Rhenium-186, t biological studies lbl21-26-3D, 

Vanadium ion(2+), ^ ^ ; s ^s, biological studies 15158-11-9D, 



Iodine-131, con 
Yttrium-90, con; 
Mercury- 1 9 7 , ooj 
Mercury-203, ooj 
Gallium-67, 20 ; 
Iodine-125, corr 
ion(2 + ), co^JTcT 
Rhenium-188, cm; 
Nickel (II), co! 
Indium-113, con 



13981-51-6D, 

13982-78-0D, 

14119-09-6D, 
14158-31-7D, 
14280-50-3D, Lead 



biological 


studies 


15715- 


-08- 


-9D, 


biological 


studies 


15750- 


-15- 


-9D, 


biological 


studies 


15757- 


-14- 


-9D, 


biological 


studies 


15757- 


-86- 


-5D, 


biological 


studies 


16065- 


-83- 


-ID, 


biological 


studies 


16065- 


-91- 


-ID, 


biological 


studies 


16096- 


-89- 


-2D, 


biological 


studies 


16397- 


-91- 


-4D, 


biological 


studies 


18472- 


-30- 


-5D, 


biological 


studies 


18923- 


-27- 


-8D, 


biological 


studies 


20074- 


-52- 


-6D, 



Copper (II), :q ju£< 8 , biological studies 15438-31-0D, 

Iodine-123, 
Indium-Ill, 
Gallium-68, 
Copper-67, 
Chromium (III), 
Gold (III), 
Lanthanum (III), 
Manganese ( II ) , 
Erbium ion (3+) , 
Ytterbium ion (3+) , 

, biological studies 22438-27-3D, Rubidium-103, .conjugates , 
biological studies 22453-63-0D, Rubidium-97, conjugates , 
biological studies 22541-17-9D, Samarium ion(3 + ), cog j l w j j fgj; g g 1 
biological studies 22541-19-1D, Gadolinium (III), conj u gat e a , 
biological studies 22541-20-4D, con jugates , biological studies 
22541-21-5D, Dysprosium ion(3+), conjugates , biological studies 
22541-22-6D, Holmium ion (3+) , conjugates , biological studies 
22541-53-3D, conjugates , biological studies 23713-46-4D, 
Bismuth ion(3+), conj u gates , biological studies 378784-45-3D, 
Technetium-99m, conjugates, biological studies 

RL: BSU (Biological study, unclassified); DGN (Diagnostic use); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
( ^ vv> i specifically bind to anionic 

phospholipids and/or aminophospholipids conjugated with 
duramycin gewtids for treating viral infections and cancer) 

50- 07-7D, Mitomycin C, conjugates 50-18-OD, Cyclophosphamide, 

bO-76-OD, Actinomycin D, conjugates 

51- 21-8D, 5-Fluorouracil, conjugates. 52-53-9D, Verapamil, 

2&tfts 54-42-2D, Idoxuridine, conjugates 
5 4-6 2 -6 6, Aminopterin, £«3;XvHM±S 57-22-7D, Vincristine, 

; tw! b -0b-2D, Methotrexate, IHii.^ 
1 I- 6^8D7~Colchicine, - _ ; ^>. 67-99-2T~Aspergillin 



70-00-8D, Trif luorothymidine, 



Hydroxyurea, 



147-94-4 
Melphalan, 



437b-07-9, 
bb36-17-4D, 



148-82-3D, 
Chlorambucil 

76 8-9 4-bD, Amantadine 
Vinblastine, •:: : _ . v . ■ 

1391-36-2D 
Restrictocin 

3056-17-5D 
Epipodophyllotox. 
Vidarabine, con; 



127-07-1D, 
Cytosine arabinoside, 



477-30-5D, Demecolcine, 



r \| 961-07-9D, Deoxyguanosine, 
Duramycin, con jv g :■ be t 

1407-4 - , a- ircin 20b6-98-6D, 
Stavudine, 

4428-95-9D, Foscarnet, CO 
eg 7481-89-2D, Zalcitabine, 
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" 7689-03-4D, Camptothecin , £Oi\; ; J fetes 

?6Tl-29-0D, Factor X, ^ \; - ; t o 9013-20-1D, Streptavidin, 
•c ■: / ^ 9 035-5 8-9dT"T ilation factor III, 

l" 1 4i i — 29 — ID, Tamoxifen, v >m 

'11056-06-7D, Bleomycin, corpo gatas 13392-28-4D, Rimantadine, 
conj\3£at£S 15663-27-1D, Cisplatin, " N v v< . as 
18318^89^1 D, Mithram_ in, _ n-~l- D, 

Daunorubicin, conjugates 23214-92-8D, Doxorubicin, 
itlifeittt::.::.:.: :iv N ^.:lv....5:.l..:.{'.\\.' 

9l'£':S..::.' ±?S:±:::i:±}.}:J. " lj ' L ' ~ "1°, AZT , 

tes 33069-62-4D, Taxol, . 
33 419-42-0D, Etoposide, ;onjuc es 36791-04-5D, Ribavirin, 
^ ^o'^» 39809-25-1D, Penciclovir, 

F3T43-48-4D, Vindesine, v ^ ^ 39277-89-3D, Acyclovir, 

conjugates 69655-05-6D, Didanosine, - 
7b037-46-6, Gelonin 77181-69-2D, Son ulm-, _ 
82410-32-OD, Ganciclovir, conj u gates 82855-09-2D, 
Combretastatin, ■ : - -p : - ■ : : 106941-25-70, Adefovir, 
diphosphates and conjugates 113852-37-2D, Cidofovir, 
conjugates 114 9 7T3PbD7~ Doce t a x e 1 , conjugates 
12 0 "082 - 8 6 -2 D , conjugates 127759-89- 1 D , Lobucavir , 
triphosphates and conjugates 127779-20-8D, Saquinavir, 
i_ 1 -4 -_e , n- 11 i| in-, 

L i -1 -4D, Lami udine, ..-.blilSvS 1364" n- - 1 E , -J 1 1 u, 

conjugates 13681 7-59-9D, Delavirdine, . \ * 

1 li - 1- L, E 111 mil 11, ; 14_ 4ii- - E, Adef vir 

dipivoxil, eonj g tes 143188-53-8D, Lamivudine triphosphate, 
-7D, Emtricitabine triphosphate, 
. s tea 150378-17-9D, Indinavir, conjugates 
154598-52-4D, Efavirenz, conjugates 155213-67-5D, Ritonavir, 
gggjMgjigg 157885-16-0D, Neutravidin, c_on_j u gateg 
159989-64-7D, Nelfinavir, conj u gates 161814-49-9D, Amprenavir, 
conjugates 196618-13-OD, Oselt amivir , conjugates 

RL: BSU ("Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(^ i specifically bind to anionic 

phospholipids and/or aminophospholipids C v *J % ^ v vi with 
duranu 111 f 1 treating viral infections and cancer) 

9068-38-6D, Reverse transcriptase, conjugates 

RL: BSU (Biological study, unclascifie.il); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(inhibitors; Multinucleoside resistance A and Multinucleoside 

resistance B; antibodies specifically bind to 

anionic phospholipids and/or aminophospholipidc 

with duramycin gegtide for treating viral infections and 

cancer) 
650663-90-4 650663-92-6 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(nucleotide sequence; 

to anionic phospholipids and/or aminophospholipids vM^u^m 
with duramycin peptide for treating viral infections and 
cancer) 

650591-60-9 650670-60-3 650670-61-4 
RL: PRP (Properties) 

(unclaimed seqnen e; L - iti ill 

to anionic phospholipids and/or aminophospholipids " 
with dnr mi Ln f in- it in r ii il infe tioi md 

cancer) 

25322-68-30 , Polyethylene glycol, 
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RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

( v - specifically bind to anionic 

phospholipids and/or aminophospholipidc ««£i^5.it®<* with 
duramycin peptide for treating viral infections and cancer) 
2b322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME ) 



HO ^ CH2— CH2 — 0 ^ H 
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AB The present invention reiates to compns. utilizing an agent and an a r.t.ifoody , 
or fragment thereof. In these compns., the agents, including agents such as 
anti-cancer, anti-metastasis, anti-leukemia, anti-disease, anti-adhesion, 
anti-thrombosis, anti-restenosis, anti-autoimmune, anti-aggregation, anti- 
bacterial, anti-viral, and anti-inflammatory agents, can be - s ^ \ or 

combined with or , .. to tli- or fragments thereof. In 

addition, the agent and/or the &i>fcib£?iS' or fragment thereof, can be present 
in the composition in a sub-clin. amount, which is an amount that is less than 
the amount of the agent generally found to be clin. effective when the agent 
is administered alone. Preferably, in these compns. of the present invention, 
the agent is an anthracycline or a derivative thereof, e.g., doxorubicin 
(adriamycin) or a derivative thereof. The J >. «.«.«. - or fragments are capable 
of binding; to, e.g. PSGL-1, fibrinogen y', GPlba, heparin, lumican, complement 
C4 inter-a inhibitor and prothrombin. M\l.vALk!.v..'.\.'.l identified by screening 

a human &iltij3£dj£ phage display library, which has diversity only in the heavy 
chain CDR3 regions. Specific examples of I in these 

applications include the Yl and Y17 

glycocalicin mols. on platelets. In addition, the L32 and L31 
fragments were disclosed that bind leukemic cells. 
IC ICM A61K039-395 

ICS A61K051-00; A61K038-00; A61K039-00 
CC 15-3 ( Immunochemistry ) 

Section cross-reference ( s ) : 1, 3, 8, 63 
ST human x t Lbod^ fragment phage display library sequence; platelet 

antibod y thrombosis anticoagulant; anticancer cancer diagnosis 

snt^:>>3v leukemia 
IT Glycoproteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(GPIb, a, antibody against; methods for therapeutic 

treatment utilizing sub-clin. amount of therapeutic agent combined with 

or ^ to ; v , or fragment thereof) 

IT Glycoproteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(PSGL-1 (P-selectin glycoprotein ligand-1), antibody against; 

methods for therapeutic treatment utilizing sub-clin. amount of 

therapeutic agent combined with or >.v i iga j to 

anti^od^, or fragment thereof) 
IT Amino acids, biological studies 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(acidic, epitope comprising; methods for therapeutic treatment 

utilizing sub-clin. amount of therapeutic agent combined with or 
f .......................... ' 11,1 fragment thereof) 

IT Platelet (blood) 

(adhesion, inhibition; methods for therapeutic treatment utilizing 

sub-clin. amount of therapeutic agent combined with or J t *\.\ 

to , r fragment thereof) 

RL: DGN (Diagn n use); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

for therapeutic treatment utilizing 
sub-clin. amount of therapeutic agent combined with or ^ ^ 
to , _ tL igrnent thereof) 

IT Epitopes 

(comprising acidic amino acids and sulfated tyrosine residue; methods 
for therapeutic treatment utilizing sub-clin. amount of therapeutic agent 
combined with or iuga to - ^ \, or 

fragment thereof) 

RL: DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 
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(Biological study); USES (Uses) 

( ^ ^ i ; methods for therapeutic treatment utilizing 
sub-clin. amount of therapeutic agent combined with or conj ugated 
to vii -.-.-.n, or fragment thereof) 

(dextran, lipophilic polymers, hydrophilic polymers, HPMA; methods for 
therapeutic treatment utilizing sub-clin. amount of therapeutic agent 
combined with or 
fragment thereof) 

1 T l.2::.^.:::^±^:J.:i:^::}:.:: ■■}.::.!::. 

5lTTHU™T^erape^c use) ; BIOL (Biological study) ; USES (Uses) 

(drug delivery using; methods for therapeutic treatment utilizing 
sub-clin. amount of therapeutic agent combined with or 
to an or fragment thereof) 

RlT~THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(endotoxins, Pseudomonas, PE40, PE38,; methods for therapeutic 
treatment utilizing sub-clin. amount of therapeutic agent combined with 
or conjuc^ated to 1 > or fragment thereof) 

IT A;i bodies a;v:; IrKS;;i";oo: lobular:;;; 

RL: DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(fragments, scFv or Fab; methods for therapeutic treatment utilizing 
sub-clin. amount of therapeutic agent combined with or 
to arv^Lbod;;, oi fragment thereof) 
IT Glycoproteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(glycocalicins, platelet, antibody against; methods for 
therapeutic treatment utilizing sub-clin. amount of therapeutic agent 
combined with or conjugated to antibody, or 
fragment thereof) 
IT Cell proliferation 

(inhibition, tumor; methods for therapeutic treatment utilizing 
sub-clin. amount of therapeutic agent combined with or conjugated 
to fragment thereof) 

IT Adhesion, biological 

Cell aggregation 

Platelet aggregation 

(inhibition; methods for therapeutic treatment utilizing sub-clin. amount 
of therapeutic agent combined with or 
t body,, or fragment thereof) 

I T Lt„ :i 

(liposomes, doxorubicin-decorated; methods for therapeutic treatment 
utilizing sub-clin. amount of therapeutic agent combined with or 
, or fragment thereof) 
IT Proteoglycans, biological studies 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(lumic in , tin t; methods for therapeutic 

treatment utilizing sub-clin. amount of therapeutic agent combined with 
or v v ; to tibodg, or fragment thereof) 

IT Neoplasm 

(metastasis; methods for therapeutic treatment utilizing sub-clin. amount 
of therapeutic agent combined with or jonjuga ed to 
v ' VNN \i.' or fragment thereof) 
IT Acute myeloid leukemia 

Anti-inflammatory agents 
Antibacterial agents 
Anticoagulants 
Antitumor agents 
Antiviral agents 
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Autoimmune disease 

B-cell leukemia 

Chemotherapy 

Chronic B-cell leukemia 

Human 

Immunotherapy 

Inflammation 

Leukemia 

Molecular cloning 
Multiple myeloma 
Neoplasm 

Phage display library 
Platelet (blood) 

Platelet aggregation inhibitors 

Radiotherapy 

Thrombolytics 

Thrombosis 

(methods for therapeutic treatment utilizing sub-clin. amount of 
therapeutic agent combined with or iHSSj to 
HI$A™25il'' or fragment thereof) 

RL: DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(methods for therapeutic treatment utilizing sub-clin. amount of 
therapeutic agent combined with or 
, or fragment thereof) 
IT Anthracyclines 

Radionuclides, biological studies 
\ 

Toxics 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(methods for therapeutic treatment utilizing sub-clin. amount of 
therapeutic agent combined with or conjugated to 
or fragment thereof) 
IT Protein sequences 

(of s. t Lbod^ fragments; methods for therapeutic treatment 
utilizing sub-clin. amount of therapeutic agent combined with or 
" . " ' or fragment thereof) 

IT ,-it i i--, . i ; 

(restenosis; methods for therapeutic treatment utilizing sub-clin. amount 
of therapeutic agent combined with or to 
i tibody , or fragment thereof) 
IT Cell death 

(tumor, induction; methods for therapeutic treatment utilizing 

sub-clin. amount of therapeutic agent combined with or ^ -^w-^*. 

f - '-' or fragment thereof) 

IT Interferons 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(a; methods for therapeutic treatment utilizing sub-clin. amount of 

therapeutic agent combined with or 

- tibody, or fragment thereof) 
IT Fibrinogens 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(y chain, y 1 , antibody against; methods for 

therapeutic treatment utilizing sub-clin. amount of therapeutic agent 
combined with or jo tsjc to \ , or 

fragment thereof) 
IT 23214-92-8, Doxorubicin 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(-decorated liposome; methods for therapeutic treatment utilizing 
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sub-clin. amount of therapeutic agent combined with or - •> ^*.o'' ss 
to or fragment thereof) 

IT 147-94-4, Cytarabine 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(Ara-C; methods for therapeutic treatment utilizing sub-clin. amount of 
therapeutic agent combined ith 01 to 
, or fragment thereof) 
IT 9041-08-1, Heparin sodium 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(Reviparin, Dalteparin; methods for therapeutic treatment utilizing 
sub-clin. amount of therapeutic agent combined with or cor^xiQiniB.^ 
to ^, or fragment thereof) 

IT 212/83-20-b ""212783-31-8 268723-76-8 442527-61-9 642928-14-1 

RL: DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(amino acid sequence, antibody fragment; methods for 

therapeutic treatment utilizing sub-clin. amount of therapeutic agent 
combined with or conjugated to HMi^i^feStS^' or 
fragment thereof) 
IT 645004-07-5 645004-08-6 645004-09-7 

RL: DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(amino acid sequence; methods for therapeutic treatment utilizing 
sub-clin. amount of therapeutic agent combined with or v ^ 

to , or fragment thereof) 

IT 9001-26-7, Prothrombin 9005-49-6, Heparin, biological studies 

39346-44-6, Inter- . a . -trypsin inhibitor 80295-48-3, Complement C4 
RL: BSU (Biological study, unclassified); BIOL (Biological study) 
( v \ \b vij, against; methods for therapeutic treatment 
utilizing sub-clin. amount of therapeutic agent combined with or 
j /a^*. 'to ^ \>..-jAV^ t or fragment thereof) 
IT 9004-54-0, Dextran, biological studies 25322-68-3, 
Polyethylene c; 1 y c: o 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(drug delivery using; methods for therapeutic treatment utilizing 
sub-clin. amount of therapeutic agent combined with or conj u g 
to . i fragment thereof) 

IT 60-18-4D, Tyrosine, sulfated 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(epitope comprising; methods for therapeutic treatment utilizing 
sub-clin. amount of therapeutic agent combined with or N N 

to Zll^±B2S^' or fragment thereof) 
IT 50-18-0, Cyclophosphamide 50-35-1, Thalidomide 50-/8-2, Aspirin 
53-03-2, Prednisone 53-86-1, Indomethacin 57-22-7, Vincristine 
127-07-1, Hydroxyurea 305-03-3, Chlorambucil 7440-15-5D, Rhenium, 
isotopes, biological studies 7440-63-3D, Xenon, isotope of mass 33, 
biological studies 9004-61-9, Hyaluronic acid 10043-66-0, Iodine-131, 
biological studies 10098-91-6, Yttrium-90, biological studies 
11056-06-7, Bleomycin 13968-53-1, Ruthenium-1 03 , biological studies 
13981-56-1, Fluorine-18, biological studies 13982-78-0, Mercury-203, 
biological studies 14041-48-6, Thulium-165, biological studies 
14119-09-6, Gallium-67, biological studies 14133-76-7, Technetium-99 , 
biological studies 14158-32-8, Iodine-126, biological studies 
14331-95-4, Ruthenium-105, biological studies 14390-71-7, Tellurium-122 , 
biological studies 14390-73-9, Tellurium-125 , biological studies 
14391-22-1, Thulium-167, biological studies 14834-67-4, Iodine-133, 
biological studies 14885-78-0, Indium 113, biological studies 
14900-13-1, Thulium-168, biological studies 15307-86-5, Diclofenac 
15663-27-1, cis-Platinum 15678-91-8, Krypton-81, biological studies 
15687-27-1, Ibuprofen 15715-08-9, Iodine-123, biological studies 
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15750-15-9, Indium 111, biological studies 15756-62-4, Ruthenium-95, 
biological studies 15757-14-9, Gallium-68, biological studies 
15758-35-7, Ruthenium-9 7 , biological studies 15765-39-6, Bromine-77, 
biological studies 15776-20-2, Bismuth-213 , biological studies 
20830-81-3, Daunorubicin 21679-14-1, Fludarabine 22204-53-1, Naproxen 
30516-87-1, Zidovudine 33069-62-4, Taxol 38194-50-2, Sulindac 
51146-56-6, Dexibuprofen 51803-78-2, Nimesulide 52549-17-4, 
Pranoprofen 58957-92-9, Idarubicin 59277-89-3, Acyclovir 73963-72-1, 
Cilostazol 74397-12-9, Limaprost 74711-43-6, Zaltoprofen 
75037-46-6D, Gelonin, derivs. 75706-12-6, Leflunomide 79867-78-0, 
Morpholinodaunorubicin 80790-68-7, Morpholinodoxorubicin 82410-32-0, 
Ganciclovir 83712-60-1, Defibrotide 85622-93-1, Temozolomide 
87344-06-7 90101-16-9, Droxicam 108852-90-0, 

Methoxymorpholinyldoxorubicin 113440-58-7, Calicheamicin 162011-90-7, 
Rofecoxib 169590-42-5, Celecoxib 173146-27-5, Denileukin diftitox 
262423-20-1, Subreum 425603-01-6, WinRho SDF 640734-07-2, Clorcromene 
RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(methods for therapeutic treatment utilizing sub-clin. amount of 

therapeutic agent combined with or ^ ^ * to 

i i lw, ; , or fragment thereof) 
485815-21-2 
RL: PRP (Properties) 

(unclaimed sequence; methods for therapeutic treatment utilizing 

sub-clin. amount of a therapeutic agent combined with or 

conjugated to an antibody , or fragment thereof) 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(drug delivery using; methods for therapeutic treatment utilizing 
sub-clin. amount of therapeutic agent combined with or c onjugated 
to iiv..*...:.:-:^,.::.' m fragment thereof) 

25322-6 8 - 3 HC AP L U S 

Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 
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AB The present invention provides sequences of scytovirins isolated from 

Scytonema varium and related o " \; ;> 't^, fusion proteins, vectors, host cells, 
compns., antibodies and methods of using scytovirins. Specifically, the 
invention relates to the isolated or purified antiviral protein consisting 
essentially of the amino acid sequence of SEQ ID NO: 1, or an antiviral 
fragment, a variant, fusion protein or conj u gate thereof; a composition 
comprising (i) at least one of the foregoing and (ii) a carrier, excipient or 
adjuvant; an isolated or purified nucleic acid encoding the amino acid 
sequence of the antiviral protein or antiviral fragment thereof, or a variant 
or fusion protein of either of the foregoing; an isolated cell comprising an 
above-described isolated or purified nucleic acid; a composition comprising 
(i) an above-described isolated or purified nucleic acid, and (ii) a carrier, 
excipient or adjuvant. The invention further relates to a method of 
inhibiting a viral infection of a host, inhibiting a virus in a biol. sample 
or in/on an inanimate object, comprising administering a viral infection- 
inhibiting amount of atomic least one of an above-described antiviral protein 
or an antiviral fragment thereof, a variant or fusion protein of either of the 
foregoing, an above-described nucleic acid; and a method of inhibiting 
infection of a mammal with a virus comprising administering to the mammal an 
anti-scytovinn " to induce an immune response. 

IC ICM C12N "" 

CC 3-3 (Biochemical Genetics) 

Section cross-reference ( s ) : 1, 6, 10 

ST sequence scytonema scytovirin ; fusion protein vector 

^ antiviral 

IT Immunostimulants 

(adjuvants; sequences of Scytonema varium scytovirins and related 
v v * i , fusion proteins, vectors, host cells, compns., 
ant ibodies and methods of using scytovirins) 

IT Proteins 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(antiviral; sequences of Scytonema varium scytovirins and related 
conjugate, fusion proteins, vectors, host cells, compns., 
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.'. ; ;..•!■: in I in-t hods of using scytovirins) 

(carriers; sequences of Scytonema varium scytovirins and related 

, vectors, host cells, compns., 
: :,iv:ix d mid rneth Is of using scytovirins) 
Proteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(coat; sequences of Scytonema varium scytovirins and related 
f, fu ion proteins, vectors, host cells, compns., 

: and method::: of using scytovirins) 

Fusion proteins (chimeric proteins) 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(comprising scytovirin; sequences of Scytonema varium scytovirins and 
related oo \j; fusion proteins, vectors, host cells, 

compns., il and methods of using scytovirins) 

Genetic vectors 

(encoding scytovirin; sequences of Scytonema varium scytovirins and 
related - ^ , v •» , fusion proteins, vectors, host cells, 
compns., a^ti^^^l. and methods of using scytovirins) 
Albumins, biological studies 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(fusion protein comprising; sequences of Scytonema varium scytovirins 
and related conjuagatas, fusion proteins, vectors, host cells, 
compns., antibodies and methods of using scytovirins) 
Glycoproteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(gpl20; sequences of Scytonema varium scytovirins and related 
.on proteins, vectors, host cells, compns., 
•j and methods of using scytovirins) 
, biological studies 
RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(mannose; sequences of Scytonema varium scytovirins and related 
.11 protein::., vector::., host cells, compns., 
and methods of using scytovirins) 

Proteins 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(scytovirin; sequences of Scytonema varium scytovirins and related 
, fu i n proteins, vectors, host cells, compns., 
, ,v ->' and methods of using scytovirins) 

Antiviral agents 
Blood 

Body fluid 
Eubacteria 
Human 

Human immunodeficiency virus 
Immuno stimulants 
Lactobacillus 
Mammalia 

Protein sequences 

Scytonema varium 

Sperm 

Vaccines 

Yeast 

(sequences of Scytonema varium scytovirins and related 
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conjugates , fusion proteins, vectors, host cells, compns., 
and methods of using scytovirins) 

IT Glycoproteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(sequences of Scytonema varium scytovirins and related 

, fn ion proteins, vectors, host cells, compns., 
using scytovirins) 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(sequences of Scytonema varium scytovirins and related 

v - , fusion proteins, vectors, host cells, compns., 
; methods of using scytovirins) 

IT x . 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(sequences of Scytonema varium scytovirins and related 

gates, fusion proteins, vectors, host cells, compns., 
^£uL^kibl™15 ancl methods of using scytovirins) 
IT Matrix media 

(solid support; sequences of Scytonema varium scytovirins and related 
1 proteins, vectors, host cells, compns., 
i and methods of using scytovirins) 
IT N ^ aw _ f and L ..X^uno^lobulins 

RL: ARG (Analytical reagent use); BUU (Biological use, unclassified); ANST 
(Analytical study); BIOL (Biological study); USES (Uses) 

(specific for scytovirin; sequences of Scytonema varium scytovirins and 
related conj u gates , fusion proteins, vectors, host cells, 
compns., „ and methods of using scytovirins) 

IT Infection 

(viral, treatment of; sequences of Scytonema varium scytovirins and 
related eon j u gat a a , fusion proteins, vectors, host cells, 
compns., ; ind methods of using scytovirins) 

IT 627563-68-2P, Scytovirin (Scytonema varium) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(amino acid sequence; sequences of Scytonema varium scytovirins and 
related v v<^''->, fusion proteins, vectors, host cells, 

compn ., \ ■■■ ml methods of using scytovirins) 

IT 3458-28-4, Mannose 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
- jn-nces of Scytonema varium scytovirins 
and rel it ' fu lon proteins, vectors, host cells, 

c in] n , ii iu—1- 1 ± els of using scytovirins) 

IT 9004-54-0, Dextran, biological studies ' ° ', 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(sequences of Scytonema varium scytovirins and related 

:;-x v^i;, fusion proteins, vectors, host cells, compns., 

- - and methods of using scytovirins) 

IT 627564-57-2 62/564-58-3 62/564-59-4 62/564-60-7 627583-17-9 
RL: PRP (Properties) 

(unclaimed protein sequence; sequences of Scytonema varium scytovirins 

and related cw^iUj^, fusion proteins, vectors, host cells, 

compns., an bodies and methods of using scytovirins) 

IT 627528-44-3 

RL: PRP (Properties) 

(unclaimed sequence; sequences of Scytonema varium scytovirins and 
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related ; 
compns 



fusion proteins, vectors, host cells, 
and methods of using scytovirins) 



P O i v e ■ ■■. v; i v ■ v • > r:./Cv£ 
RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(sequences of Scytonema varium scytovirins and related 
" " " tl,rion proteins, vectors, host cells, compns., 

ancjU^-oa_i es and methods of using scytovirins) 
2 53 2 2 - 6~8~ - 3 ~~ H C AP L U S 

Poly (oxy-1, 2-ethanediyl) , a-hydro-ro-hydroxy- (CA INDEX NAME) 



HO ^ CH2- 
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Entered STN: 05 Sep 2003 

The invention is directed an anti-CCR5 < ::hich comprises (i) two light 

chains, each light chain comprising the expression product of a plasmid 
designated pVK:HuPRO14 0-VK (ATCC Deposit Designation PTA-4097), and (ii) two 
heavy chains, each heavy chain comprising an expression product of either a 
plasmid designated pVgl : HuPRO140 HG2-VH (ATCC Deposit Designation PTA-4098) or 
a plasmid designated pVgl : HuPRO 1 40 (mutB+D+I ) -VH (ATCC Deposit Designation 
PTA-4099) or a fragment thereof wh: ■ CCR5 on the surface of a human 

cell. 

ICM C12N005-06 

15-3 ( Immunochemistry ) 

Section cross-reference ( s ) : 1, 3, 8, 9, 63 

CCR5 ^ light heavy chain conjugate HIV1 human 

cell 

Chemokine receptors 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(CCR5; humanized anti-CCR5 J^tjivvU 

for inhibiting gpl HI"-1 

infection) 
Animal cell line 

(CHO; humanized anti-CCR5 - 5 5 and gonj u ggfcgs 

for inhibiting gpl 2 0 -CD4 HIV-1 

infection) 
Animal cell line 

(COS; humanized anti-CCR5 antibody and conj u gates 

for inhibiting gpl20-CD4 binding and for treating HIV-1 

infection) 

' j-.® 8 . ■■■ a nd___I^unoglojmlins 
RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(IgGl; humanized anti-CCR5 antibody and conjugates 

for inhibiting gpl20-CD4 binding and for treating HIV-1 

infection) 
Polysaccharides, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(branched and unbranched; humanized anti-CCR5 a vt j nd 

£2£l2H2?iSS£ for inhibiting jpl20-CD4 i 

treating HIV-1 infection) 

£££^..l£l££I£^ 

(carriers; humanized anti-CCR5 a t Lbody and 

inhibiting gpl20-CD4 and for 

treating HIV-1 infection) 
.L.£.£„ v ^ 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(fragments; humanized anti-CCR5 I % and 

t:i uliil ihi [ i 1 - i j i 1 for 

treating HIV-1 infection) 

•£ -....J \l- l \:. ..1.1..:: 1 ^ 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(fusion products; humanized anti-CCRb *^£ibj-M:iY and 

conjugates for inhibiting gpl20-CI^ binding; and for 

treating HIV-1 infection) 
Glycoproteins 



98 



10/565,331 



RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(gpl2 0; humanized anti-CCR5 antibody and conjugates 

for inhibiting gpl20-CD4 I i id for treating HIV-1 

infection) 
IT Blood serum 

(half life or clearance rate; humanized anti- 

and ^ v v;* i for inhibiting gpl20-CD4 binding and 

for treating HIV-1 infection) 
1 T ^HvM^li^:^ 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(heavy chain; humanized anti-CCRb antibody and 

conjugates for inhibiting gpl20-C3i binding; and for 

treating HIV-1 infection) 
IT Animal cell 

(human; humanized anti-CCR5 ant ifoocly and 2;;;;L;j; v ::\i'il' 

for inhibiting gpl20-CD4 bindijuj and for treating HIV-1 

infection) 
IT Antiviral agents 
Biomarkers 
CD4-positive T cell 
Cytotoxic agents 
DNA sequences 
Genetic vectors 
Human 

Human immunodeficiency virus 1 
Labels 

Molecular cloning 
Multiple myeloma 
Protein sequences 

(humanized anti-CCR5 antibody and conjugates for 

inhibiting gpl20-CD4 binding and for treating HIV-1 

infection) 
IT Aj i ' N 4...-?^^ 0 -S'j:-?j?j?-j-A^-? 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(humanized anti-CCRb i I - for 

inhibiting gpl2 0- HI"-1 

infection) 
IT Chemokines 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(humanized anti-CCR5 £nt ..'.^vu ancl for 

inhibiting gpl20- 

inf ection) 
IT Alditols 

CD4 (antigen) 
DNA 

Nucleic acids 

Polymers, biological studies 

golyoayalkylenas , biological studies 
RNA 

Radionuclides, biological studies 
cDNA 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
(humanized anti-CCF 

99 
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inhibiting gpl20-CD4 bind s g and for treating HIV-1 
infection) 

IT b££l™ I::::: ^. V L; Sj 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(humanized; humanized anti- F ' ml 

l r inhil it in f J .■' — E 4 ind for 

treating HIV-1 infection) 

1 T ::!±}:.^.^.1^.,;...J::^±::.1:::1 

( immunocon jugates ; humanized anti- 1 
for inhibit mj d L"- E4 ml for 

treating HIV-1 infection) 
IT : de ^.gY...systems 

( immunotoxins ; humanized anti- :1 

iVVi; w» for inhibiting gpl for 

treating HIV-1 infection) 
IT Qru ? delivery systems 

(injections, i.m.; humanized anti-CCRb an ..• -ml 
jwga for inhibiting gpl20-CD4 binding and' for 

treating HIV-1 infection) 

IT 

(injections, i.v.; humanized anti-CCR5 antibody and 
conjugates for inhibiting gpl20-CD4 binding and for 
treating HIV-1 infection) 

IT P.?. u .g...!^M-^g-?X ---g Y.g.'!f.gg?g- 

(injections, s . c . ; humanized anti-CCR5 antibody and 
inhibiting gpl20-CD4 binding and for 
treating HIV-1 infection) 
I T <\r Immunoglobulins 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(light chain; humanized anti-CCR5 snfcifoody^ and 
conj^jjstes for inhibiting gpl20-CD4 binding and for 
treating HIV-1 infection) 
IT Animal cell 

(mammalian; humanized anti-CCR5 ^ v v ^ \ and 

inhibiting gpl20-CDi bind vg and for 
treating HIV-1 infection) 
IT Epitopes 

(mapping; humanized anti- 

for inhibiting gpl20- -1 
infection) 
IT Fluorescent substances 

(marker; humanized anti-CCRb 

for inhibiting gpl20- treating HIV-1 

infection) 
IT Antibodies and X;vi»unoqlobul::.n:;: 

RL: BPN (Bi tion) ; BSU (Biological study, unclassified); 

PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(monoclonal; humanized anti- L m I 

;-vj t r inhibiting f[l_'i- E 1 ml for 

1 infection) 

IT Plasmids 

(pVgl :HuPRO140 (mut B+D+I)-VH; humanized anti-CCRb antibody 
and v v v i * for inhibiting gpl20-CD4 banding and 
for treating HIV-1 infection) 
IT Plasmids 
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(pVgl :HuPRO140 HG2-VH; humanized anti-CCR5 antibody and 
a^^A>. \ for inhibiting gpl20-CD4 binding and for 
treating HIV-1 infection) 
IT Plasmids 

(PVk:HuPRO14 0-Vk; humanized anti-CCR5 ^ 
and - ' for inhibiting gpl20-> D4 b . ^ ' and 

for treating HIV-1 infection) 
1 T ^biH£..bb^bbXS£Z...b}i£IS!M. 

(polymer-bound; humanized anti-CCR5 llLLl'^Z and 

foi inhibiting gpl20-CD4 bi ' i J aid for 
treating HIV-1 infection) 
IT 9003-01-4D, crosslinked, derivs 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(Carbomer; humanized anti-CCR5 an ibod^ and 

or inhibiting gpl20-CD4 binding and for 
treating HIV-1 infection) 
IT 592568-86-0P 592568-87-1P 592568-88-2P 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(amino acid sequence; humanized anti-CCR5 antibody and 
SSSJiSSSiSS for inhibiting gpl20-CD4 binding and for 
treating HIV-1 infection) 
IT 9002-89-5D, Poly(vinyl alcohol), derivs. 9005-49-6D, Heparin, polymers 
25087-26-7D, Polymethacrylic acid, derivs. 2 53_22^_6 8 -3 , 

/ 0 2 2 6 - 4 4 - 7 D , Hepar an , ""polymers 
RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(humanized anti-CCR5 o. and ^ ^ for 

inhibiting gpl20-CD4 binding and for treating HIV-1 
infection) 

IT 592568-83-7P 592568-84-8P 592568-85-9P 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(nucleotide sequence; humanized anti-CCR5 antibody and 

bag for inhibiting gpl20-CD4 o^vhi; and for 
treating HIV-1 infection) 
IT 592572-05-9, 7: PN : WO03072766 SEQID: 7 unclaimed DNA 592572-06-0 
592572-07-1 
RL: PRP (Properties) 

(unclaimed nucleotide sequence; anti-CCR5 a J I 
^v\" ; >. o for treating HIV-1 infection) 
IT 200803-28-7 200803-29-8 228120-60-3 228120-61-4 
RL: PRP (Properties) 

(unclaimed sequence; anti-CCP5 a ] j and 

non jugs Eras f i treating HI"-i infection) 
IT ^ V , glycol 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(humanized anti-CCRc o ^ ^ 

inhibiting gpl20-CD, . " for treating HIV-1 

infection) 
RN 25322-68-3 HCAPLUS 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-fo-hydroxy- (CA INDEX NAME) 
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DOCUMENT NUMBER: 139:133828 
TITLE: Synthesis of 

in Aqueous Solution 
AUTHOR(S) : Zhu, Xiangming; Pachamuthu, Kandasamy; Schmidt, 

Richard R. 

CORPORATE SOURCE: Fachbereich Chemie, Universitaet Konstanz, Konstanz, 

D-78457, Germany 

SOURCE: Journal of Organic Chemistry (2003), 68(14), 

5641-5651 

CODEN: JOCEAH; ISSN: 0022-3263 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE(S): CASREACT 139:133828 

ED Entered STN: 08 Jun 2003 

AB Direct S - g l ygggy 1st ion of homocysteine- and cysteine-containing peptides with 
O-acetyl protected ^l^aos^l halides performed under two-phase conditions in 
the presence of sodium carbonate as base gave excellent results. Glucosyl 
bromide, galactosyl bromide, lactosyl bromide, sialyl chloride, and N-Troc-2- 
amino-2-deoxyglucosyl bromide were used as S-C[ s >... ;yla agents. Depending 

on the solubility of the PJxfiici^x moiety, mixts. of DMF and water could be used 
for successfully carrying out this reaction. Thus, S- 

tripeptides Boc-Thr-Hcy (R) -Ala-NH2 [Hey = L-homocysteinyl ; R = 2 , 3 , 4 , 6-tetra- 
O-acetyl-p-D-galactopyranosyl; 3, 4, 6-tri-0-acetyl-2-deoxy-2- ( 2 , 2, 2- 
trichloroethyloxycarbonylamino) -|3- D-glucopyranosyl ; R = 2 , 3 , 4, 6-tetra-O- 
acetyl-|3-D-glucopyranosyl ] were obtained. Combination of this method with 
chemical ligation was also successfully carried out. 
CC 34-3 (Amino Acids, Peptides, and Proteins) 

Section cross-reference ( s ) : 33 
ST 2 , n '' g -l yqosy lat ion 

thio homocysteine cysteine peptide protected qlycosjl 
halide 
IT Glycopaptides 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of -l,^E£i.3^£ via direct 

0 ^ of homocyct einyl and cycteinyl 

J x ' '° ' O-acet y 1-pr ot ect ed £^.y£> : ;«y.A halidec) 
IT siyco^ylaHo^ 

, ii-i nation of S- k 
^ v •> via direct t ^iociei ^osvi^io^ of 
homocysteinyl and cyst etyl-protected 
.. ^ " s n 1 1 i d e s ) 

IT 100-14-1, p-Nitrobenzyl chloride 144-48-9, Iodoacetamide 528-76-7, 

2, 4-Dinitrobenzenesulfenyl chloride 572-09-8 626-72-2, L-Homocystine 
2592-18-9 3068-32-4 4753-07-5 10389-65-8 18598-74-8 33208-99-0 
41036-19-5 53559-18-5 60108-51-2 67124-60-1 67670-69-3 
67817-15-6 569341-16-8 

RL: RCT (Reactant); RACT (Reactant or reagent) 
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(preparation of S-l 



via direct 



ri of homocysteinyl and cysteinyl 
O-acetyl-protected halides) 
] ,' i i - ,,n , 41-Ob-bP 

b69341-06-6P 569341 -21 - 5P 569 "341 -~2 3 - 7P 569341-24-8P 
* ;-:V V, ; J ,41-:0-3P 569341-30-6P b69341-31-7P 

-37-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 
(preparation of 

f homocysteinyl and cysteinyl 
Dv O-acetyl-prot - t - ! . - : li ili 1- ) 

b69Trf-07-7P b69341-08-8P 569341-09-9P 569341-10-2P 
569341-12-4P 569341-13-5P 569341-14-6P 569341-17-9P 
569341-19-1P 569341-20-4P 569341-22-6P 569341-25-9P 
569341-27-1P 569341-32-8P 569341-33-9P 569341-34-OP 
RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of S -linked glycopept ides via direct 

5_nyl and cysteinyl 
£±5:l.h?.:?.\. : .? "V O-acetyl-protecteo £l^cc ; svi r.alid >s) 



569341-11-3P 
569341-18-0P 
569341-26-0P 
569341-35-1P 



PREP (Preparation); RACT 



RL: RCT (Reactant); SPN (Synthetic preparation) 

(Reactant or reagent) 

(preparation of S - linked glycopeptidea via direct 
........................................................ of homocycteinyl and cyoteinyl 

• ;'3«:S by O-acetyl-protected ^yo^^ halides) 

569341-03-3 HCAPLUS 

L-Alaninamide, N- [ ( 1 , 1-diraethylethoxy ) car bony 1] -L-homocysteinyl- 
(1-»1 ') -disulfide (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 




RN 569341-04-4 HCAPLUS 

CN L-Isoleucine, N- [ ( 1 , 1-dimethylethoxy) carbonyl ] -L-homocysteinyl-, methyl 
ester, bimol. ( 1-»1 ') -disulfide (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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RN 569341-28-2 HCAPLUS 

CN L-Tyrosinamide, N- [ ( 1 , 1-dimethylethoxy ) carbonyl ] -L-homocysteinyl-, bimol. 
(1-»1 ') -disulfide (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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ED Entered STN: 25 Jan 2002 



AB The present invention provides improved hydrogel films useful for the 

therapeutic treatment. The invention also provides materials and methods for 
modification and polymerization of polysaccharides into hydrogel films, which 
swell after exposure to a neutral aqueous solution The methods may include 
modification of a polysaccharide having at least 1 carboxylic acid group into 
a polysaccharide dihydrazide derivative, which is then crosslinked with a 
polyaldehyde to create a hydrogel film. The invention also relates to 
pharmaceutical compns . composed of a pharmaceutical and a hydrogel film of the 
invention. Hyaluronic acid was treated with adipic dihydrazide (ADH) followed 
by the reaction with PEG -di aldehyde . Hydrogel films were successfully 
produced when the crosslinking agent ( PEG -dialdehyde) was used in a molar 
ratio of 0.25, 0.5, and 1 relative to ADH. 
IC ICM C08G063-48 

ICS C08G063-91; A61K009-14 
CC 63-6 (Pharmaceuticals) 

Section cross-reference ( s ) : 33, 37 
ST polysaccharide i 
IT Peptides , biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(agonists; preparation of polysacchar ide-based hydrogel films) 
IT , - and Ir;^iar:c-Q-iob;il:i.r;5; 

RL: THU ( Therapeutic use ); "BIOL (Biological study); USES (Uses) 
i it ; i i -par ation of 

polysaccharide-based hydrogel films) 
1 T DrxKj d a J ; I ' Jx™„;Ll: 

(hydrogels; preparation of polysaccharide-based hydrogel films) 
IT Glycosaminoglycans, biological studies 
Polysaccharides, biological studies 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(reaction products itli i:v.^lZL : ^^^^.A?C^ ; 1 L 1 't^ 1 ™ of 
polysaccharide-based hydrogel films) 
IT 1071-93-8DP, Adipic dihydrazide, reaction products polysaccharides 
9004-61-9DP, Hyaluronic acid, derivs., reaction products with 
\\ 900 /-28-/DP, Chondroitin sulfate, derivs., 

reaction products with £vivc^;;alxvl8ns3 906/-32-7DP, Sodium 
Hyaluronate, derivs., reaction products with polyoxyalkylenes 
24967-93-9DP, Chondroitin 4-sulfate, derivs., reaction products with 
\_ > \ 25322-46-/DP, Chondroitin 6-sulfate, derivs., 
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reaction products with ;v\ s 151709-76-1P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of polysaccharide-based hydrogel films) 
IT 50-02-2, Dexamethasone 50-22-6, Corticosterone 50-23-7, Hydrocortisone 

50- 24-8, Prednisolone 50-36-2, Cocaine 51-21-8, 5-Fluorouracil 

51- 61-6, Dopamine, biological studies 53-03-2, Prednisone 53-06-5, 
Cortisone 53-86-1, Indomethacin 54-05-7, Chloroquine 57-27-2, 
Morphine, biological studies 57-83-0, Progesterone, biological studies 
58-22-0, Testosterone 58-55-9, Theophylline, biological studies 

58- 73-1, Diphenhydramine 58-74-2, Papaverine 59-05-2, Methotrexate 

59- 67-6, Niacin, biological studies 60-54-8, Tetracycline 61-33-6, 
biological studies 69-72-7, Salicylic acid, biological studies 
71-81-8, Isopropamide iodide 83-43-2, 6a-Methylprednisolone 
92-13-7, Pilocarpine 94-09-7, Benzocaine 103-90-2, Acetaminophen 
137-58-6, Lidocaine 317-34-0, Aminophylline 465-65-6, Naloxone 
564-25-0, Doxycycline 865-21-4, Vinblastine 1403-66-3, Gentamycin 
1405-87-4, Bacitracin 4146-43-4D, Butanedioic acid dihydrazide, reaction 
products polysaccharides 5104-49-4, Flurbiprofen 5536-17-4, Vidarabine 
5874-97-5, Metaproterenol sulfate 9000-11-7D, Carboxymethyl cellulose, 
derivs., reaction products with PQlYOxjalkylsneg 9000-69-5D, 

Pectin, derivs., reaction products with polyoxyalkylenes 
9002-01-1, Streptokinase 9002-68-0, Follicle stimulating hormone 
9002-72-6, Somatotropin 9004-10-8, Insulin, biological studies 
9005-32-7D, Alginic acid, derivs., reaction products with 

^ N 9005-49-6D, Heparin, derivs., reaction products 

with go yoxya kyl€ 9050-30-OD, Heparan sulfate, derivs., 

reaction produ t I yoxya Iky lenes 11111-12-9, 

Cephalosporin 15307-79-6, Diclofenac sodium 15663-27-1, Cisplatin 
15687-27-1, Ibuprofen 16590-41-3, Naltrexone 20247-84-1D, Suberic acid 
dihydrazide, reaction products polysaccharides 22204-53-1, Naproxen 
24967-94-0D, Dermatan sulfate, derivs., reaction products with 

25316-40-9, Adriamycin 36322-90-4, Piroxicam 
38304-91-5, Minoxidil 52485-79-7, Buprenorphine 61912-98-9, 
Insulin-like growth factor 62031-54-3, Fibroblast growth factor 
62229-50-9, Epidermal growth factor 62683-29-8, Colony stimulating 
factor 70226-44-7D, Heparan, derivs., reaction products with 
PQAyQjfy^^kylenes 75634-40-1D, Dermatan, derivs., reaction 
products with polyoxyalkylenes 106096-93-9, Basic Fibroblast 
growth factor 1062';-; 36 2, Risperidone 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(preparation of polysaccharide-based hydrogel films) 
REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
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US 1996-17011P P 19960503 <— 
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WO 2001-US41048 W 20010620 <— 

US 2003-361026 A3 20030210 <— 

ED Entered STN: 28 Dec 2001 

AB The present invention is directed to methods for treating cancer wherein more 
than one therapeutic agent is used, with each of the therapeutic agents having 
different tumor-killing capabilities, and wherein the therapeutic agents are 
delivered to the tumor sites using combined targeting and pre-targeting 
methods. The methods of the present invention achieve good tumor to non-tumor 
ratios of the therapeutic agents, and are effective for cancer therapy. It 
comprises administering a first 2 j_uga \ which contains a targeting moiety, 
a therapeutic agent, and a first member of a binding pair; then optionally 
administering a clearing agent to clear non-targeted first o \ ^nv.*>; and 
then administering a second o^v^vto, which contains the complementary 
t i £ i and a second therapeutic agent. The 

targeting moiety is an antibody or an antigen binding gj>t^jgg.4Y fragment 
capable of specifically hi uj ; to at least one epitope on the marker 
substances associated with, produced by or on the surface of the tumor or 
infectious disease causing agent, or on a component of the second •.; j -J -j. 
The therapeutic agents may be radionuclides, drugs, t< ^ or boron addends. 

IC ICM A61K047-48 "" 

CC 63-6 (Pharmaceuticals) 

Section cross-reference ( s ) : 1, 8, 15 

IT Aat.i. bodies and Irwxurv^qlobul^n:;: 

) ; PKT (Pharmacokinetics); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(MN-14, to carcinoembryonic ant i 

yttrium-88; targeted combination immunotherapy of cancer and infectious 
diseases u of targeting moieties and 

radionuclides or drugs or fcoxiKS with clearing agents) 
IT Ribosome-inactivating proteins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(PAP (pokeweed antiviral protein), ; ith targeting 

moieties; targeted combination immunotherapy of cancer and infectious 
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diseases using conj u gates of targeting moieties and 
radionuclides or drugs or tostins or boron addends with 
clearing agents) 
Sulfonic acids, biological studies 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(alkanesulf onic, sail , iH targeting moieties; 

targeted combination immunotherapy of cancer and infectious diseases 
using conjugates of targeting moieties and radionuclides or 
on addend,';: with clearing agents) 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(anti-idiotypic, as clearing agents; targeted combination immunotherapy 
of cancer and infectious diseases using cosrj ^ tes of 
targeting moieties and radionuclides or drugs 01 01 
boron addends with clearing agents) 

Carcinoembryonic antigen 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
( n n n - to, _ \ •» with therapeutic agents; 

targeted combination immunotherapy of cancer and infectious diseases 
using gQj«j _g gate_s of targeting moieties and radionuclides or 
drugs or toxins or boron addends with clearing agents) 

Antigens 

Haptens 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(as target for therapeutic conj u gates ; targeted combination 
immunotherapy of cancer and infectious diseases using 

rgeting moieties and radionuclides or drugs or 
toxins or boron addends with clearing agents) 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(bispecific, conjugates with therapeutic agents; targeted 
combination immunotherapy of cancer and infectious diseases using 
tes of targeting moieties and radionuclides or drugs or 
1 addends with clearing agents) 



RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(complementary, - j. v o. ->•■ with therapeutic agents; targeted 
combination immunotherapy of cancer and infectious diseases using 
of targeting moieties and radionuclides or drugs or 
_ 1 1 u addends with clearing agents) 

Antibiotics 

(oonj 2 tes with targeting moieties; targeted combination 
immunotherapy of cancer and infectious diseases using 

lg moieties and radionuclides or drugs or 
1 addend::, with clearing agent c) 

Corticosteroids, biological studies 
Cytokines 

Enzymes, biological studies 
Hormone antagonists 

Hormones, animal, biological studies 



RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
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( conj u gates with targeting moieties; targeted combination 
immunotherapy of cancer and infectious diseases using 
conjugates of targeting moieties and radionuclides or drugs or 
to,-.-.-; res or boron addends with clearing agents) 
IT cDNA 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

( 52£yiiSiiLSr5 '-ith therapeutic agent::.; targeted combination 
immunotherapy of cancer and infectious diseases using 

moieties and radionuclides or drugs or 
tvxr, a 01 Loi n . 1 l-n I ith clearing agent c ) 
IT f \ .; i Kv \ i 

L : E F 1 cm logicaJ L ity) ; THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(v- NS ~; ^ to!, with therapeutic agents; targeted combination 
immunotherapy of cancer and infectious diseases using 
oo ;vj >:« )f targeting moieties and radionuclides or drugs or 
i >.x • t oi boron addends with clearing agents) 
IT To xins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(diphtheria, o with targeting moieties; targeted 

combination immunotherapy of cancer and infectious diseases using 
v of targeting moieties and radionuclides or drugs or 

tv i or boron addends with clearing agents) 

IT Polymers, biological studies 

i (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

_ning targeting moieties; targeted 
combination immunotherapy of cancer and infectious diseases using 

x as of targeting moieties and radionuclides or drugs or 
toxins or boron addends with clearing agents) 
IT P^.g...j^.l.iye^...SYStem8 

(immunoconjugates; targeted combination immunotherapy of cancer and 
infectious diseases using corjjygstes of targeting moieties 
and radionuclides or drugs or toxins or boron addends with 
clearing agents) 
IT Drug y stems 

( immunotoxins ; targeted combination immunotherapy of cancer and 
infectious diseases using conj jat * of targeting moieties 
and radionuclides or drugs or >xittj or boron addends with 
clearing agents) 
IT Radionuclides, biological studies 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(labeled itaining targeting moieties; targeted 

combination immunotherapy of cancer and infectious diseases using 

raoietiec and radionuclide::, or drug:: or 
tox ins or boron addends with clearing agents) 
IT Drug" j ystettis 

(liposomes, Jiu i nt lining targeting moieties; 

targeted combination immunotherapy of cancer and infectious diseases 

jeting moieties and radionuclides or 
( Dn addends with clearing agents) 

IT \ ! 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(monoclonal, anti-idiotypic, biotinylated and galactosylated, as 
clearing agents; targeted combination immunotherapy of cancer and 
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infectious diseases usir ^ s of targeting moieties 

and radionuclides or drugs 01 -\ ; ith clearing agents) 
IT Chloramines 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(nitrogen mustards, v . \ with targeting moieties; 

targeted combination immunotherapy of cancer and infectious diseases 

using -ting moieties and radionuclides or 

c 3n addends with clearing agents) 

1 T J...:. : /±A::.:::l::..v:...£l±:.:l::. : . • 

(prodrugs; targeted combination immunotherapy of cancer and infectious 
diseases using ' N< " of targeting moieties and 

radionuclides or drn i l or boron addends with 

clearing agents) 
IT Ribosome-inactivating proteins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(saporin, j^SS r w ith targeting moieties; targeted 

combination immunotherapy of cancer and infectious diseases using 

^KjiS h of targeting moieties and radionuclides or drugs or 
r.ox;ix3« or boron addends with clearing agents) 
IT Antitumor agents 

" i v ' .cry systems 

Drug interactions 

Infection 

Radiotherapy 

(targeted combination immunotherapy of cancer and infectious diseases 
using conjugates of targeting moieties and radionuclides or 
drugs or toxins or boron addends with clearing agents) 
IT Alkaloids, biological studies 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(vinca, conjugates with targeting moieties; targeted 

combination immunotherapy of cancer and infectious diseases using 

u s; of targeting moieties and radionuclides or drugs or 
LiMiiil 01 boron addends with clearing agents) 
IT losilns 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(a-, conjugates with targeting moieties; targeted 

combination immunotherapy of cancer and infectious diseases using 
f targeting moieties and radionuclides or drugs or 
1 addends with clearing agents) 
IT 67-43-6D, Diethylenetriaminepentaacetic acid, antibody 

conjugate i; lab-led with yttrium-8 8 9013-20-1D, ;:t 1 ept a-idin, 

J J -1-d with yttrium-88 
13?82-36- 1-88, labeled conjugates containing targeting 

moieties, biological studies 15750-15-9D, Indium-Ill, labeled 

moieties, biological studies 
127893-3 7-2D, indium-ill .v.:. : ... : . ' r -action product with biotin 

1 1-14- E, - ti 11 pi luct with Zz-DTPA-Inlll 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(targeted combination immunotherapy of cancer and infectious diseases 
using corrugates of targeting moieties and radionuclides or 
drugs ci boxins or boron addends with clearing agents) 
IT 57-13-6D, Urea, derivs., conjugates with targeting moieties 
59-30-3D, Folic acid, analog-, ith targeting 

moieties 60-34-4D, Methyl hydrazine, derivs., o N ij; ^ to- .th 

110 
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targeting moieties 120-73-OD, Purine, analogs, v N > "s 3 jates with 
targeting moieties 151-56-4D, Ethylenimine, derivs., ££2jHSS£SS 
with targeting moieties 289-95-2D, Pyrimidine, analogs, 

it&S with targeting moieties 7440-06-4D, Platinum, 
coordination ^J_^„„™„i™' , " lth targeting 

moieties 7440-42-8D, Boron, add-i 1 , - with targeting 

moieties 7689-03-4D, irq 1 tli- m, itli t ir feting 

moieties 9001-99-4D, RNase, ting moieties 

9003-98-9D, DI -, ith targeting moieties 

10043-66-OD, Iodin — 1 L, 1 J -1- i nt aining targeting 

moieties, biological studies 10098-91-6D, Yttrium-90, labeled 
^ - ; containing targeting moieties, biological studies 

13010-20-3D, Nitrosourea, derivs., conjugates with targeting 
moieties 1396/-6b-2D, Holmium-166, labeled conjugates containing 
targeting moieties, biological studies 13981-2b-4D, Copper-64, labeled 

containing targeting moieties, biological studies 
141b8-31-7D, Iodine-12b, labeled conj u gates containing targeting 
moieties, biological studies 141b8-3b-lD, Iridium-194, labeled 
con; i ttes containing targeting moieties, biological studies 
14265-75-9D, Lutetium-177, labeled conjugates containing targeting 
moieties, biological studies 14378-26-8D, Rhenium-188, labeled 
;;or:j-. : a:;te3 containing targeting moieties, biological studies 
14391-11-8D, Gold-199, labeled conjugates containing targeting 
moieties, biological studies 14391-19-6D, Terbium-161, labeled 

containing targeting moieties, biological studies 
14391-96-9D, Scandium-47, labeled conj u gates containing targeting 
moieties, biological studies 14b96-37-3D, Phosphorus-32 , labeled 

[it lining targeting moieties, biological studies 
14687-61-7D, Arsenic-77, labeled conjugates containing targeting 
moieties, biological studies 14981-64-7D, Palladium-109, labeled 

ig targeting moieties, biological studies 
14981-79-4D, Praseodymium-143, labeled conj u gates containing 
targeting moieties, biological studies 14998-63-1D, Rhenium-186, labeled 

; ; ;; ;;; containing targeting moieties, biological studies 
lb0b6-34-bD, Triazene, derivs., v \ - with targeting 

moieties lb092-94-lD, Lead-212, labeled c< ju gatej containing 
targeting moieties, biological studies lb749-b7-2D, labeled 

_ng targeting moieties, biological studies 
l 1 4 ' - E', Phosphorus-33, labeled conjugate containing targeting 
moieties, biological studies lb7bb-39-2D, Astatine-2 1 1 , labeled 

_ng targeting moieties, biological studies 
lb7b7-86-bD, Copper-67, labeled ^".^u to* containing targeting 
moieties, biological studi- l 1 0-04-OD, Silver-Ill, labeled 

gates containing targeting moieties, biological studies 
lb76b-78-3D, Rhenium-189, 1 _ning targeting 

moieties, biological studies 15766-00-4D, Samarium-lb3 , labeled 

ig targeting moieties, biological studies 
lb776-20-2D, Bismuth-213, 1 raining targeting 

moieties, biological stu li- , 1m r 

■ -r nt -lining targeting moieties 33069-62-4D, Taxol, 

moieties 75037-46-6D, Gelonin, 
jeting moieties 113440-58-7D, Calicheamicin, 
moieties 18' / 888-0' / - 9 D , En do s tati n , 
moieties 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(targeted combination immunotherapy of cancer and infectious diseases 
using Ov of targeting moieties and radionuclides or 

drugs or toxins or boron addends with clearing agents) 

25322-68-30 , PEG, drug conjugates containing 
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targeting moieties 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(targeted combination immunotherapy of cancer and infectious diseases 
using oxr x<jai * of targeting moieties and radionuclides or 
drugs or toxins or boron addends with clearing agents) 

2b322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-ro-hydroxy- (CA INDEX NAME) 



HO ^ CH2— CH2 — 0 ^ 
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2001:568348 HCA 
135:170778 
Anti-tissue fact 
agent conjugates 
Sekimori, Yasuo; 
Nagao, Shunsuke 



Chugai Pharmaceutical Co., Ltd. 
Jpn. Kokai Tokkyo Koho, 16 pp. 
CODEN: JKXXAF 
Patent 
Japanese 



r a»yJb£d^-chemotherapeutic 
Miyamoto, Hajime; Kawada, Hiromitsu; 
Japan 



PATENT NO. 



KIND DATE 



APPLI 'AT I '11 11' ). 



DATE 



20010807 



JP 2000-22898 
JP 2000-22898 



20000131 
20000131 



JP 2001213804 
PRIORITY APPLN. INFO.: 
ED Entered STN: 07 Aug 2001 

AB The invention relates to an anti-tissue factor i t ibod^ -antitumor agent 
co« jugate or an anti-tissue factor ^ \- ^\in conjugate with a 

agent providing improved drug targeting effect. An immunotoxin of anti-tissue 
factor prepared with N-succinimidyl 3- (2- 

pyridyldithio) propionate, and its inhibitory effect on protein synthesis in J 
82 human bladder carcinoma cells was examined 
IC ICM A61K045-00 

ICS A61K039-395; A61K049-00; A61P035-00; C07K014-52; C07K014-745; 
C07K016-36; C07K019-00; C12P021-08 
CC 63-6 (Pharmaceuticals) 

Section cross-reference ( s ) : 1, 15 
ST immunocon jugate tissue factor antitumor; immunotoxin 

tissue factor * * ^ \„ gelonin 
IT x 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(A; anti-tissue factor ;?£;tibodv-anti tumor agent 

- 1 1 1 r i - 1 i ,: : u a f a c t o r <01v^JS23bd _ 
!Ly.™?.'.0, ££H.^I:£^.:v±?A ltn A 1 Mit" ) 

I T T-oxIns" 

RL : THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(ML-I (mistletoe lectin I); anti-tissue factor antibody 
-antitumor agent £2.tljjH2£®S or anti-tissue factor 
Mti^od^-t^€in £v5lliHSS£?.v.?. with 
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sx o agents) 
Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(PAP-S (pokeweed antiviral protein) ; anti-tissue factor 
ftosab-xiv-ant it umor agent - - or anti-tissue 

factor : ■' ■: : • ; a . -h ;:: with 

l\ - . v agents) 

Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(Tritin; anti-tissue fact .a ■ ' mt it umor agent 

i inti-tissue factor antibody - 
toxin conjuga tes with lmK3.nc agents) 

Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(Volkesin; anti-tissue facto. " s -> ■> \* -antitumor agent 
conjugates or anti-tissue factor antibody - 
toxin coniivaaiaa; with : r ••• • a ? agents) 

Antitumor agents 

Drug targeting 

(anti-tissue factor ■> ■^•^ -antitumor agent 
conjugates or anti-tissue factor antibody - 
toxin con j u gate_s with linking agents) 

Cytokines 

Interferons 

Interleukin 2 

Tumor necrosis factors 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(anti-tissue factor asjtibod^-antitumor agent 
■ jugates or anti-tissue factor antibody - 

^ ith agents) 

Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(briodin; anti-tissue factor antibody- antitumor agent 

l anti-tissue factor antibody - 
to - with ;. 3 .^.;1Q agents) 

Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(dianthin 32; anti-tissue factor v v \ -antitumor agent 

conjugates or anti-tissue factor antibody - 
'......b.iL a. a' a*'. lth .l...i\.>...i.^ agents) 

To^gaas 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(diphtheria; anti-tissue factor u i Lb > i% -antitumor agent 

anti-tissue factor antibody - 
Li.. .................i............ "ith agents) 

Pseudomonas 

(endotoxin; anti-tissue factor antibody - ant itumor agent 

anti-tissue factor aa- I d>' - 
toxin conlo-aatea itli lankana agent;:) 

RlT~THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(endotoxins; anti-tissue factor -tumor agent 

l anti-tissue factor 
\ v . i i • v va" itli iinkiag agents) 

( immu i ni . t ; anti-tissue factor ant ibody -ant iturnor 
t i - 1 1 t- - t anti-tissue f a t t o r :x ^ aa • v - 

toxin con j agates with ii.nkxng agents) 
Drug dei wox^ s^s 

( immunotoxins ; anti-tissue factor ; -„ ^ ^ -antitumor agent 
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or anti-tissue factor ; - 
Li^LLi N ^n^ u gates with linking agents) 
Pt &3, 1 iological studies 

RL: THn (Tli- p-ntj i -_ I L • > i ■ ,i J tuciy) ; USE (Uses) 

( linking agents; anti-tissue factor antibody 

-antitumor ac i anti-tissue factor 

£DiHJiS:;SiX _ ii2£.Hi with 
.:.:.k ;. ..y agent s ) 

[:::u.:J...:. : J±A::.:::u:..v:...£l±:.:u:. : .A 

(liposomes; anti-tissue factor umor agent 

i anti-tissue factor -J^iiA - 
.v'-g conjggates with linking agents) 
Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(luff in; anti-tissue factor aritibod^-antitumor agent 

oonjviopten or anti-tissue factor antibody - 
^ s ' ith Ivu j^j agents) 

Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(momorcochin; anti-tissue factor antibody -ant itumor agent 
conjugates or anti-tissue factor antibody - 
t ox-in conjugates with linking agents) 

Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(momordins; anti-tissue factor a^t^bodv antitumor agent 
9.9}}2^?^.9.^. or anti-tissue factor antibody - 
1 \I -J;„-.L>„:.: > ith £,tiH;.v;.{):2 agents') 

.: todies 

RL: RCT (Reactant); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); RACT (Reactant or reagent); 
USES (Uses) 

(monoclonal; anti-tissue factor antibody-ant itumor agent 

I es or anti-tissue factor antibody - 
to - with x\\\> agents) 

Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(saporins; anti-tissue factor o»v v ^-antitumor agent 

jatas or anti-tissue factor * v b< jr- 
toxin conjy^ates wi a agents) 

Albumins, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(serum, human, serum Albumin, * " v v \ agents; anti-tissue 

anti-tissue factor arvj Li dy- toxin 

I li i T — nt ) 

Toxins 

RL : THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(toxin A; anti-tissue factor antibody -ant itumor 

agent oo.O.l^.SjA?.^.? or anti-tissue factor a: - - -"^ ~ 

fcoxis ^ ^ :i«te;? ith * agents) 
Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(trichokirin; anti-tissue factor on' . ^-antitumor agent 
:v::v::i^V:i.-.-v.;V.:V: Gr anti-tissue factor ffftfcjibody- 
L-l-™13 h^SiHJlH2i?^St£ with link* tig agents) 

7b03/-46-6DP, Gelonin, conjugafcfes with anti-tissue factor 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); IMF (Industrial manufacture); THU (Therapeutic use); 
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BIOL (Biological study); PREP (Preparation); USES (Uses) 
(anti-tissue facte ^--antitumor agent 

or anti-tissue factor 

ltll '. ,\ I J— lit" ) 

IT 9035-58-9, Blood-coagulation factor III 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(anti-tissue factor ^-antitumor agent 

01 anti-tissue factor antibody - 
s ) 

IT 50-07-7D, Hit i , with anti-tissue factor 

, b-Fluor o-J ' -deoxyuridine, 
\* with anti-tissue factor antibodies 
54-62-6D, Aminopterin, oojvju^ates witn art i-t issue factor 
■> ^ av 57-22-7D, Vincristine, " ltli 

anti-tissue factor ' ^^'^!! 59-05-2D, Methotrexate, 
conj u gates with anti-tissue factor ant ibodieg 

14 -94-4D, Cytosine arabinoside, • ^ -nth anti-tissue 

factor antibodies 148-82-3D, Melphalan, conjugates 
with anti-tissue factor % v - 316-46-1D, 5-Fluorouridine, 

conjugates with anti-tissue factor antibodies 

9014-02-2D, Neocarzinostatin, conjugates with anti-tissue factor 

•.;;5_ies 11056-06-7D, Bleomycin, conjugates with 
anti-tissue factor it> N " * 15663-27-1D, Cisplatinum, 

anti-tissue factor ^ * 

20830-81-3D, Daunorubicin , --tissue factor 

i 25316-40-9D, Adriamycin, conjugates with 

anti-tissue factor gntibo<aigg 33069-62-4D, Paclitaxel, 

v;v;-:;.;. ; with anti-tissue factor antibodies 
41575-94-4D, Carboplatin, conjugates with anti-tissue factor 

ets 53643-48-4D, in i- ±n-, conjugates with 
anti-tissue factor antibodies 65988-88-7D, modeccin, 

■ with anti-tissue factor ant ibodieg 
95787-44-3D, Dodecandrin, conjugates with anti-tissue factor 

114 1 - 1 E 1 , D -r - 1, ith 

anti-tissue factor antibodies 

RL: THU (Therapeutic use) ; BIOL (Biological study); USES (Uses) 
(anti-tissue factor ant ibody -ant itumor agent 

c ; o or anti-tissue factor antibody- 
_to_xi« jugates with linking agents) 
IT 58-85-5, Biotin 585-84-2, cis-Aconitic acid 6041-98-1, Glutamic acid 
dihydrazide 6539-14-6, 2-Iminothiolane 6953-60-2, S- 

Acetylmercaptosuccinic anhydride 9004-54-0, Dextran, biological studies 
9044-05-7, Carboxymethyldextran 2532S 68 i, tv lyethylene 

_ - 1 1- , -mm 1- ti ui 1 _ - - "i 1 4- 

68181-17-9, N-Succinimidyl 3- ( 2-pyridyldithio ) propionate 79886-55-8 
103708-10-7 103848-62-0 115088-06-7 115616-51-8 150244-18-1 
158913-22-5 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(linking agents; anti-tissue factor sntibodv 
-antitumor agent - YY 1 " 01 anti-tissue factor 

- - YY.YY -b : .Y.'.i lHj 

linking agents) 
IT 112263-86-2 

RL: PRP (Properties) 

(unclaimed protein sequence; anti-tissue factor an 
-chemotherapeutic 

IT ii!££:;!£;;2' :.YlYb]Yl:YY ±.IEL 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
( linking agents; anti-tissue factor 
-antitumor agent £^jno^ates or anti-tissue factor 

115 
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antibody t.oxitj . • : '. ; . : .Av.\?. with 
linkxttg agents) 
RN 25322-68-3 HCAPLUS 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-ro-hydroxy- (CA INDEX NAME) 
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AB 



%> N of ant i -My 9 an'c ibody 

to stealth monensin liposomes and the effect of 
conjugated liposomes on the cytotoxicity of 
immunotoxin 

Sudhan Shaik, M.; Kanikkannan, N . ; Singh, M. 
Division of Pharmaceutics, Florida A&M University, 
College of Pharmacy, Tallahassee, FL, 32307, USA 
Journal of Controlled Release (2( 3 ) , 76(3), 

285-295 

CODEN: JCREEC; ISSN: 0168-3659 
Elsevier Science Ireland Ltd. 
Journal 
English 
26 Sep 2001 



The carboxylic ionophore, monensin, was successfully entrapped in stealth 
liposomes by employing the pH-gradient method (interior pH of liposomes 9.5; 
exterior pH 5.0-5.9). A maximum of 14% of monensin could be entrapped in 
stealth liposomes by this method. The stealth liposomes could be successfully 
freeze-dried having mean particle size varying between 197 and 223 nm. The 
stealth liposomes were co njugated to anti-My9 monoclonal s tibodff (targeted 
against CD 33 antigen) by a disulfide v V with almost full retention of 
immunoreactivity . The method of conjugat ^ of liposomes with 
did not alter the particle size of liposomes and resulted in only 10% leakage 
of monensin. In-vitro cytotoxicity studies showed that 

monensin liposomes (3.5+10-8 M monensin) potentiated the cytotoxicity of anti- 
My9 immunotoxin by a factor of 2070, in comparison to 360-fold potentiation 
observed with unconjugated monensin liposomes against human HL-60 
promyelocytic leukemia cells. These results indicate that it is possible to 
enhance the in-vitro cytotoxicity of immunotoxin by several folds using 
i lipo comes. 

63-5 (Pharmaceuticals) 
Section cross-reference ( s ) : 1 
stealth monensin lip^ m " 
immunotoxin cytotoxicity 
Antitumor agents 
Encapsulation 
Human 

Particle size 

( 99%3$3$$l9!} of ant i -My 9 ^n^iboo^ to stealth 

monensin liposomes and the effect of COQ^ ff&tfed -iposomes on 
the cytotoxicity of immunotoxin) 
Ricir.s 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 



116 
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( ^ vj of anti-ll\9 % to stealth 

monensin liposomes and the effect of conjugated liposomes on 
the cytotoxicity of immunotoxin) 
IT Drug d elxv^ ry ..gystfemg 

( immunotoxins ; ^2}livHM.i?-;:. : : of ant i -My 9 ant ibody to 
stealth monensin liposomes and the ef: 
liposomes on the cytotoxicity of immunotoxin) 

1 T t .**.::.*. 

(liposomes; « i of anti-My9 to 

stealth monensin liposomes and the effect of 
liposomes on the cytotoxicity of immunotoxin) 
IT A Kv ? i 

(Biological study); USES (Uses) 
(monoclonal; „>-v vV of anti-My9 antibody to 

stealth monensin liposomes and the effect of 2;/.:.Ui}.:iv::i. : .±. : .i 
liposomes on the cytotoxicity of immunotoxin) 
IT 17090-79-8, Monensin 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

( juga v of anti-M a fcibody to stealth 

monensin liposomes and the effect of conj u gated liposomes on 
the cytotoxicity of immunotoxin) 
IT 57-88-5, Cholesterol, biological studies 63-89-8, Dipalmitoyl 

phosphatidylcholine 124-30-1, Stearylamine 145035-96-7, DSPE- 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
( conjugation of anti-My9 anbibod^ to stealth 

monensin liposomes and the effect of conjugtgd liposomes on 
the cytotoxicity of immunotoxin) 
REFERENCE COUNT: 39 THERE ARE 39 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2000:790340 HCAPLUS Full-text 
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Death domain-containing receptor 5 and compns. for 
treatment of immunity-related diseases, viral 
diseases, and cancer 

Ni, Jian; Gentz, Reiner L . ; Yu, Guo-liang; Rosen, 
Craig A. 

Human Genome Sciences, Inc., USA 

PCT Int. Appl., 266 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2000066156 




Al 




20001109 




WO 2000- 


US12041 




20000504 <— 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


, BG, 


BR, 


BY, 


CA, 


CH, CN, CR, 






CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


, GB, 


GD, 


GE, 


GH, 


GM, HR, HU, 






ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


, KZ, 


LC, 


LK, 


LR, 


LS, LT, LU, 






LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX , 


NO, 


, NZ, 


PL, 


PT, 


RO, 


RU, SD, SE, 






SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


, UA, 


UG, 


US, 


UZ, 


VN, YU, ZA, ZW 




RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


, UG, 


ZW, 


AT, 


BE, 


CH, CY, DE, 






DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


, MC, 


NL, 


PT, 


SE, 


BF, BJ, CF, 






CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML , 


MR, 


ME, 


, SN, 


TD, 


TG 






CA 


2369371 






Al 




20001109 




CA 2000- 


2369371 




20000504 <— 
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EP 


1196191 


Al 


20020417 


EP 2000-930329 


20000504 


< 




R: AT, BE, CH, 


DE, 


DK, ES, FR, 


GB, GR, IT, LI, LU, 


NL, SE, MC, PT, 






IE, SI, LT, 


LV, 


FI, RO 








JP 


2002543151 


T 


20021217 


JP 2000-615040 


20000504 


< — 


AU 


2006246525 


Al 


20061221 


AU 2006-246525 


20061201 


< 


PRIORITY APPLN. INFO.: 






US 1999-132498P 


P 19990504 


< 










US 1999-133238P 


P 19990507 












US 1999-148939P 


P 19990813 


< — 










AU 1998-67635 


A 19980317 












WO 2000-US12041 


W 20000504 


< — 










AU 2002-300603 


A3 20020809 


< — 



ED Entered STN: 10 Nov 2000 

AB The present invention relates to novel Death Domain Containing Receptor-5 

(DR5) proteins which are members of the tumor necrosis factor (TNF) receptor 
family, and have now been shown to bind TRAIL. In particular, isolated 
nucleic acid mols. are provided encoding the human DR5 proteins. DR5 
PO_lv^e£tid®s are also provided as are vectors, host cells and recombinant 
methods for producing the same. The invention further relates to screening 
methods for identifying agonists and antagonists of DR5 activity, e.g., for 
treating graf t-vs . -host disease, viral infection, cancer, and immune diseases. 

IC ICM A61K039-00 

ICS A61K039-395; A61K045-00; A01N037-18; C07K014-52; C07K014-525; 
C07K016-28 

CC 63-3 (Pharmaceuticals) 

Section cross-reference ( s ) : 1, 2, 15 

IT Histocompatibility antigens 

RL: BSU (Biological study, unclassified); MFM (Metabolic formation); BIOL 
(Biological study) ; FORM (Formation, nonpreparative ) 

(MHC (major histocompatibility complex ) , class II; death 

domain-containing receptor 5 and compns. for treatment of immunity-related 
diseases, viral diseases, and cancer) 

IT 1 V > ;. 

Tumor necrosis factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(anti bodies binding ; death domain-containing receptor 5 

and compns. for treatment of immunity-related diseases, viral diseases, 
IT Antibodies 

RL: BPR (Biological process); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 

(chimeric; death domain-containing receptor 5 and compns. for treatment of 
immunity-related diseases, viral diseases, and cancer) 
IT Anti-inflammatory agents 
Antibiotics 
Antitumor agents 
Antiviral agents 
Autoimmune disease 
Dendritic cell 
Gene therapy 
Hybridoma 
Immunodeficiency 
Immunosuppressants 
Molecular cloning 
Molecular weight distribution 

V-ep iicrary 
Plasmid vectors 
Protein sequences 
cDNA sequences 

(death domain-containing receptor 5 and compns. for treatment of 
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immunity-related diseases, virai diseases, and cancer) 

IT ^ 4 \« S A ^ " ^ 

RL: BPR (Biological process); BSU (Biological study, unclassified); PEP 
(Physical, engineering or chemical process); THU (Therapeutic use); BIOL 
(Biological study); PROC (Process); USES (Uses) 

(death domain-containing receptor 5 and compns. for treatment of 
immunity-related diseases, viral diseases, and cancer) 
I T ^ILL™ 

RL: BPR (Biological process); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 
(death domain-containing receptor 5 and compns. for treatment of 
immunity-related diseases, viral diseases, and cancer) 

RL: BPF (Biological process); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 

(fragments; death domain-containing receptor 5 and compns. for treatment of 
immunity-related diseases, viral diseases, and cancer) 
IT >>> v. 

RL: BPR (Biological process); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 

(humanized; death domain-containing receptor 5 and compns. for treatment of 
immunity-related diseases, viral diseases, and cancer) 

I T 

RL: BPR (Biological process); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 

(monoclonal; death domain-containing receptor 5 and compns. for treatment 
of immunity-related diseases, viral diseases, and cancer) 
IT Tumor necrosis factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(y, . i iboe Lea b v. Lng ; death domain-containing 

receptor 5 and compns. for treatment of immunity-related diseases, 
viral diseases, and cancer) 
IT Tumor necrosis factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 
(y-a, m bodies fc ding; death 

domain-containing receptor 5 and compns. for treatment of immunity-related 
diseases, viral diseases, and cancer) 
IT Tumor necrosis factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 
(y-fi, ; 1- ith 

domain-containing receptor 5 and compns. for treatment of immunity-related 
diseases, viral diseases, and cancer) 

IT 

RL: BPR (Biological process); BSU (Biological study, unclassified); PEP 
(Physical, engineering or chemical process); THU (Therapeutic use); BIOL 
(Biological study); PROC (Process); USES (Uses) 

(death domain-containing receptor 5 and compns. for treatment of 
immunity-related diseases, viral diseases, and cancer) 

IT 

RL: BPR (Biological process); BSU (Biological study, unclassified); PEP 
(Physical, engineering or chemical process) ; THU (Therapeutic use) ; BIOL 
(Biological study); PROC (Process); USES (Uses) 

(death domain-containing receptor 5 and compns. for treatment of 
immunity-related diseases, viral diseases, and cancer) 
RN 25322-68-3 HCAPLUS 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME ) 
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_|I CH2— CH2 — 0 j| H 
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2000:645875 HCAPLUS Ful l-text 
133:242572 

Cyanovirin son jaga eg , matrix-anchored 

cyanovirin, and anti-cyanovirin «^^ : £Gdies 

and related compositions for removal of viruses from 

samples 

Boyd, Michael R. 

United States Dept. of Health and Human Services, USA 

PCT Int. Appl., 93 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 
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A2 




20000914 




WO 2000- 
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20000310 




WO 
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A3 
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GR, IE, 
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SE, 


BF, BJ, 


. CF, 






CG, 


CI, 


CM, 


GA, 


GN, 


GW, ML, 


MR, 


NE, SN, 


TD, 


TG 










us 


6428790 






Bl 




20020806 




US 1999- 


-416434 




19991012 
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CA 


2364500 






Al 




20000914 




CA 2000- 


-2364500 




20000310 


< — 


AU 


2000035231 
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20000928 




AU 2000- 


-35231 
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AU 


762704 
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20030703 
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EP 2000- 
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Entered STN: 
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A 19991012 
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The present invention provides, among other things, methods of removing virus 
from a sample, compns. treated in accordance with such methods, a composition 
comprising a naturally-occurring non- infectious HIV comprising gpl20, a 
composition comprising a solid support matrix to which is attached a 
cyanovirin or a £2.C:J.H£?.l.v;iv -hereof, a 9.22J.Vh22'!v2 comprising a cyanovirin coupled 
to an anti-cyan^ mi i -it least one effector component, a 

composition comprising such a conjugate , methods of inhibiting 
prophylactically or therapeutically a viral infection of a host, methods of 
inducing an immune response to a virus in an animal, and a matrix-anchored 
anti-cyanovirin antibo dy _ 
ICM A61K038-16 

ICS A61L002-00; A61F006-00; A61M031-00; A61K047-48; A61P031-18 
63-3 (Pharmaceuticals) 
Section cross-reference ( s ) : 1 
virus removal cyanovirin >tib^\ 

.,i<\v, biological studies 
Proteins, specific or class 

RL: BPR (Biological process); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 

(antiviral; cyanovirin - ^ w matrix-anchored 

cyanovirin, and anti-cyanovirin a^vtibodias and related 

compns. for removal of viruses from samples) 
Contraceptives 

(cervical caps; cyanovirin v N ^ ; J matrix-anchored 

cyanovirin, and anti-cyanovirin ^1^L~a22>1\ ? . and related 

compns. for removal of viruses from samples) 
Contraceptives 

(condoms; cyanovirin ^; _ v\vs , matrix-anchored cyanovirin, 

and anti-cyanovirin antibodies and related compns. for 

removal of viruses from samples) 
AIDS (disease) 
Animal tissue 
Animal virus 
Antiviral agents 
Blood 

DNA sequences 

Human immunodeficiency virus 

Magnetic field 

Membranes, nonbiological 

Nostoc ellipsosporum 

Organ, animal 

Protein sequences 

Semen 

Separation 
Sperm 

Sterilization and Disinfection 
Vaccines 

(cyanovu -anchored cyanovirin, and 

anti-c^ in r 1 Li [ related compns. for removal of 

viruses from samples) 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(cyanovirin conjugates , matrix-anchored cyanovirin, and 
anti-c related compile, for removal of 

viruses from samples) 
Albumins, biological studies 

=:::.^ki.:v.::;i':: : *:L^.kl : .::.^^ : .' • : : : iv : ; 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
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use); BIOL (Biological study); PROC (Process); USES (Uses) 
(cyanovirin c v " j 3 * es, matrix-anchored cyanovirin, and 
anti-cyanovirir. antibods-fes sr.ci related compns. for removal of 
viruses from samples) 
IT Proteins, specific or class 

RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); OCCU (Occurrence); PROC (Process); USES (Uses) 
(cyanovirins; cya ~ix-anchored 
cyanovirin, sincl anti- 1 related 

compns. for removal of viruses from samples) 
IT Envelope proteins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(gpl20env, of HIV; cyanovirin - - , matrix-anchored 

cyanovirin, and anti-cyanovirin anfcibodies and related 
compns. for removal of viruses from samples) 
IT Proteins, specific or class 

RL: ARU (Analytical role, unclassified); THU (Therapeutic use); ANST 
(Analytical study); BIOL (Biological study); USES (Uses) 
(immobilized; cyanovirin conjugates, matrix-anchored 
cyanovirin, and anti-cyanovirin antibodies and related 
compns. for removal of viruses from samples) 
IT Contraceptives 

(sponges; cyanovirin ^ , matrix-anchored cyanovirin, 

and anti-cyanovirin antibodies and related compns. for 
removal of viruses from samples) 
IT Contraceptives 

(vaginal rings; cyanovirin conjuga , matrix-anchored 
cyanovirin, and anti-cyanovirin antibodies and related 
compns. for removal of viruses from samples) 
IT 184539-38-6 

RL: BAC (Biological activity or effector, except adverse); BOC (Biological 
occurrence) ; BPR (Biological process) ; BSU (Biological study, 
unclassified); PRP (Properties); THU (Therapeutic use); BIOL (Biological 
study); OCCU (Occurrence); PROC (Process); USES (Uses) 

(amino acid sequence; cyanovirin cojvj 3 fces , matrix-anchored 

cyanovirin, and anti-cyanovirin antibodies and related 

compns. for removal of viruses from samples) 
IT 9004-54-0, Dextran, biological studies 25322-68-3 , 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process); USES (Uses) 
(cyanovirin -anchored cyanovirin, and 

anti- lated compns. for removal of 

viruses from samples) 
IT 184539-37-5 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); OCCU (Occurrence) 

(nucleotide sequence; cyanovirin jvs<g , matrix-anchored 

cyanovirin, and anti-cy; lated 

compns. for removal of viruses from samples) 
IT 184539-39-7 

RL: PRP (Properties) 

(unclaimed nucleotide sequence; cyanovirin - , 

matrix-anchored cyanovirin, and anti-< -auo-ix in i-^^^^ifco 

and related compns. for removal of viruses from samples) 
IT 184539-40-0 

RL: PRP (Properties) 

(unclaimed protein sequence; cyanovirin £onjugates, 

122 



matrix-anchored cyanovirin, and anti-cyanovirin antibodies 
and related compns. for removal of viruses from samples) 

RL : PEP (Physical, engineering or chemical process); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process); USES (Uses) 
(cyanovii in n it- 1 ix -anchored cyanovirin, and 

anti-c i-lated compns. for removal of 

viruses from samples) 
25322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-ro-hydroxy- (CA INDEX NAME) 



HO ^ CH2— CH2 — 0 ^ 
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ACCESSION NUMBER: 2000:683141 HCAPLUS Ful l-text 

DOCUMENT NUMBER: 134:17695 

TITLE: Intramolecular Sulfur- i 

in Radical Cations of N-Acetylmethionine Amide 
AUTHOR(S) : Schoneich, Christian; Pogocki, Dariusz; Wisniowski, 

Pawel; Hug, Gordon L . ; Bobrowski, Krzysztof 
CORPORATE SOURCE: Department of Pharmaceutical Chemistry, University of 

Kansas, Lawrence, KS, 66407, USA 
SOURCE: Journal of the American Chemical Society (2000 

), 122(41), 10224-10225 

CODEN: JACSAT; ISSN: 0002-7863 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE(S): CASREACT 134:17695 

ED Entered STN: 29 Sep 2000 

AB The authors report exptl. evidence for sulfide radical cation-amide 

association during le-oxidation of Met in model compound CH3C (0) -Met-NH2 . 
Using optical spectra of pulse-irradiated solns. and spectral deconvolution of 
component radical spectra produced a spectral fit of exptl. data. These data 
show that Met sulfide radical cations can associate with the oxygen of an 
amide function, which may be the mechanism of action in [3-amyloi 1 :r. '■. ..'.•*.. : : 
associated with senile plaques in Alzheimer's disease. 

CC 34-2 (Amino Acids, Peptides, and Proteins) 
Section cross-reference ( s ) : 22 

IT Radical ions 

(cations; intramol. sulfur-oxygen bond formation in radical 
cations of N-acetylmethionine amide) 

IT Spectra 

(deconvolution; intramol. sulfur- _ r-n • t mi ition in 

radical cations of N-acetylmethionine amide) 
IT Oxidation 

(intramol. sulfur- ition in radical cations of 

N-acetylmethionine amide) 
1 T ' - -actions 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(intramol. sulfur-oxygen bond formation in radical cations of 

N-acetylmethionine amide) 
IT Radicals, preparation 
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RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intramol. sulfur-oxygen bond formation in radical cations of 
N-acetylmethionine amide) 
IT 3352-57-6, Hydroxide radical, reactions 23361-37-7 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(intramol. sulfur- ition in radical cations of 

N-acetylmethionine amide) 
IT 308797-32-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intramol. sulfur-oxygen borsd formation in radical cations of 
N-acetylmethionine amide) 
IT Vo ' 609844-52-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(intramol. sulfur-oxygen bond formation in radical cations of 
N-acetylmethionine amide) 
IT ^c* ^ 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(intramol. sulfur-oxygen bond formation in radical cations of 
N-acetylmethionine amide) 
RN 308797-33-3 HCAPLUS 

CN Sulfur(l+), bis [ (3R) -3- (acetylamino) -4-amino-4-oxobutyl] dimethyldi- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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1998:48494 7 HCAPLUS Full-1: ext. 
129:127165 

Immunomodulator oligonucleotide compositions and 

methods for modulation of the expression of B7 protein 

Bennett, C. Frank; Vickers, Timothy A. 

Isis Pharmaceuticals, Inc., USA 

PCT Int. Appl., 121 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



APPLICATION NO. 



WO 9829124 



AL, AM, AT, AU 
DK, EE, ES, FI. 



19980709 
AZ, BA, BB, 
GB, GE, GH, 



WO 1997-US23270 19971216 <— 

BG, BR, BY, CA, CH, CN, CU, CZ, DE, 
HU, IL, IS, JP, KE, KG, KP, KR, KZ, 
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NE, 


SN, TD, 
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US 1996- 
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2274581 






Al 




19980709 


CA 1997- 


-2274581 
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CA 


2274581 
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20040210 
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19980731 


AU 1998- 


-57051 
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AU 


720969 
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20050216 














R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 


GB, GR, IT, 


LI, LU, 


NL, 


. SE, MC, PT, 






IE, 


FI 




















JP 


2000507833 




T 




20000627 


JP 1998- 


-530085 




19971216 


< — 


JP 


3471025 






B2 
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2238083 
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20050816 
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INFO 










US 1996- 
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WO 1997- 
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ED Entered STN : 04 Aug 1998 

AB Compns. and methods for the diagnosis, prevention and treatment of immune 
states and disorders amenable to treatment through modulation of T cell 
activation are provided. In accordance with preferred embodiments, 
oligonucleotides are provided which are specifically hybridizable with nucleic 
acids encoding B7 proteins. 

IC ICM A61K031-70 
ICS C07H021-00 

CC 63-5 (Pharmaceuticals) 

Section cross-reference ( s ) : 1, 2 

IT Oligodeoxyribonucleotides 

RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(alkyl- ' ; immunomodulator oligonucleotide compns. and 
methods for modulation of the expression of B7 protein) 

I T Toxins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
( - ; immunomodulator 

oligonucleotide compns. and methods for modulation of the expression of 
B7 protein) 

I T 

(carriers; immunomodulator oligonucleotide compns. and methods for 
modulation of the expression of B7 protein) 
IT Antibodies 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process); USES (Uses) 
i Ltli , immunomodulator 

oligonucleotide compns. and methods for modulation of the expression of 
B7 protein) 
IT Anti-inflammatory agents 
Autoimmune disease 

iilr.ii... .-i...-i c r " 

Immunomodulators 
Immunosuppressants 
Nucleic acid hybridization 

(immunomodulator oligonucleotide compns. and methods for modulation of 
the expression of B7 protein) 
IT Oligodeoxyribonucleotides 
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RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(methylene (methylimino) immunomodulator 

oligonucleotide compns. and methods for modulation of the expression of 

B7 protein) 
IT Oligodeoxyribonucleotides 

RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(methylphosphonat- ; immunomodulator oligonucleotide 

compns. and methods for modulation of the expression of B7 protein) 
IT Oligodeoxyribonucleotides 

RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(morpholino- liriked ; immunomodulator oligonucleotide compns. 

and methods for modulation of the expression of B7 protein) 
IT is s Nj. 

RL: BPR (BiologicaJ process); BSU (Biological study, unclassified); PEP 
(Physical, engineering or chemical process) ; THU (Therapeutic use) ; BIOL 
(Biological study); PROC (Process); USES (Uses) 

(oligonucleotide derivs.; immunomodulator oligonucleotide compns. and 
methods for modulation of the expression of B7 protein) 
IT Oligodeoxyribonucleotides 

RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(polyamide-lir&sd; immunomodulator oligonucleotide compns. 
and methods for modulation of the expression of B7 protein) 
IT 57-10-3D, Hexadecanoic acid, oligonucleotide derivs., biological studies 
57-88-5D, Cholesterol, oligonucleotide derivs. 81-25-4D, Cholic acid, 
oligonucleotide derivs. 124-30-1D, Octadecylamine, oligonucleotide 
derivs. 1249-81-6D, Thiocholesterol, oligonucleotide derivs. 
{532< \ oligonucleotide derivs. 42862-38-4D, Adamantane 

acetic acid, oligonucleotide derivs. 

RL: BPR (Biological process); BSU (Biological study, unclassified); PEP 
(Physical, engineering or chemical process); THU (Therapeutic use); BIOL 
(Biological study); PROC (Process); USES (Uses) 

(immunomodulator oligonucleotide compns. and methods for modulation of 
the expression of B7 protein) 
IT 25322 -68-3D , oligonucleotide derivs. 

RL: BPR ("Biological process); BSU (Biological study, unclassified); PEP 
(Physical, engineering or chemical process) ; THU (Therapeutic use) ; BIOL 
(Biological study); PROC (Process); USES (Uses) 

(immunomodulator oligonucleotide compns. and methods for modulation of 
the expression of B7 protein) 
RN 25322-68-3 HCAPLUS 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



HO CH2— CH2 — 0 H 



REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
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TITLE: Methods using immunosuppressive antitumor agent 
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INVENTOR(S): Tardi, Paul G . ; Swartz, Erik; Bally, Marcel B . ; 

Cullis, Pieter R. 
PATENT ASSIGNEE(S): University of British Columbia, Can. 

SOURCE: U.S., 15 pp. 

CODEN: USXXAM 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 

US 5780054 A 19980714 US 1996-588014 19960117 <— 

PRIORITY APPLN. INFO.: US 1996-588014 19960117 <— 

ED Entered STN: 03 Aug 1998 

AB Methods are disclosed for increasing the circulation half-life of protein- 
based therapeutics in a host, the methods comprising: (a) administering to the 
host an amount of a first liposome formulation comprising liposomes and an 
antineoplastic agent; and (b) administering to the host a second formulation 
comprising the protein-based therapeutic, wherein the amount of the first 
liposome formulation is sufficient to suppress an immune response to the 
protein-based therapeutic of the second formulation, thereby increasing the 
circulation half-life of the protein-based therapeutic. 

IC ICM A61K009-127 

INCL 424450000 

CC 63-5 (Pharmaceuticals) 

Section cross-reference ( s ) : 1 



IT 



RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(G; immunosuppressive antitumor agent liposomes for increasing 

circulation half-life of protein-based therapeutics) 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 
' v v ^ ' ltn ' :: •' immun uppi ^ j~- 

antitumor agent liposomes for increasing circulation half-life of 
protein-based therapeutics) 
Antibodies 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 
, i i ; immunosuppressive 

antitumor agent liposomes for increasing circulation half-life of 

protein-based therapeutics) 
golyoxyaIkylfen.es , bio.log.vsal studxes 

RL: THU (T -i i ); BIOL (Biological study); USES (Uses) 

(distearoyl phosphatidylethanolamine reaction products, liposome 
including; immunosuppressive antitumor agent liposomes for increasing 
circulation half-life of protein-based therapeutics) 
t " , biological studies 

Proteins, general, biological studies 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
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process) ; BSU (Biological study, unclassified) ; THU (Therapeutic use) ; 
BIOL (Biological study); PROC (Process); USES (Uses) 

(immunosuppressive antitumor agent liposomes for increasing circulation 

half-life of protein-based therapeutics) 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process) ; BSU (Biological study, unclassified) ; THU (Therapeutic use) ; 
BIOL (Biological study); PROC (Process); USES (Uses) 

(liposome coated with; immunosuppressive antitumor agent liposomes for 
increasing circulation half-life of protein-based therapeutics) 

iv:.^i'...:: : l^AA^ 

(liposomes; immunosuppressive antitumor agent liposomes for increasing 
circulation half-life of protein-based therapeutics) 

(prodrugs; immunosuppressive antitumor agent liposomes for increasing 
circulation half-life of protein-based therapeutics) 
Antigens 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(tumor-associated, -t\>^\v. to; immunosuppressive antitumor 
agent liposomes for increasing circulation half-life of protein-based 
therapeutics ) 

2bl04-18-lD, Polyl\ in-, i itli transferrin DMA 

38000-06-5D, Polylysine, conjugates with transferrin DNA 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 

(immunosuppressive antitumor agent liposomes for increasing circulation 

half-life of protein-based therapeutics) 
453 7-76-2D, Distearoyl phosphatidylethanolamine , PEG reaction 
products 25322-68-3D , PEG , distearoyl 

phosphatidylethanolamine reaction products 113846-31-4 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(liposome including; immunosuppressive antitumor agent liposomes for 
increasing circulation half-life of protein-based therapeutics) 
oyl phosphatidylethanolamine 

reaction products 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(liposome including; immunosuppressive antitumor agent liposomes for 
increasing circulation half-life of protein-based therapeutics) 

25322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



-CH2— CH2 — 0. 
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Gary L. 

PCT Int. Appl., 70 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 






KIND 


DATE 




APPLICATION NO. 




DATE 




WO 


9711370 






Al 




19970327 




WO 1996-US14832 




19960920 


< 




W: AL, 


AU, 


AT, 


AU, 


AZ, 


BB, BG, 


BR, 


. BY, CA, CH, CN, 


CU, 


CZ, DE, DK, 






EE, 


ES, 


FI , 


GB, 


GE, 


HU, IL, 


IS, 


. JP, KE, KG, KP, 


KR, 


KZ, LC, LK, 






LR, 


LS, 


LT, 


LU, 


LV, 


MD, MG, 


MK, 


. MN, MW, MX, NO, 


NZ, 


PL, PT, RO, 






RU, 


SD, 


SE, 


SG, 


SI, 


SK, TJ, 


TM, 


. TR, TT, UA, UG, 


US, 


UZ, VN 






RW : KE , 


LS, 


MW, 


SD, 


SZ, 


UG, AT, 


BE, 


. CH, DE, DK, ES, 


FI, 


FR, GB, GR, 






IE, 


IT, 


LU, 


MC, 


NL, 


PT, SE, 


BF , 


. BJ, CF, CG, CI 








CA 


2232601 






Al 




19970327 




CA 1996-2232601 




19960920 




AU 


9671604 






A 




19970409 




AU 1996-71604 




19960920 


< — 


AU 


702975 






B2 




19990311 












EP 


861440 






Al 




19980902 




EP 1996-933032 




19960920 


< — 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 


GB, 


. GR, IT, LI, LU, 


NL, 


SE, MC, PT, 






IE, 


FI 




















JP 


11514223 






T 




19991207 




JP 1996-512815 




19960920 


< — 



PRIORITY APPLN. INFO.: US 1995-4169P P 19950922 <— 

WO 1996-US14832 W 19960920 <— 

ED Entered STN: 19 May 1997 

AB The present invention relates to recombinant antigen-binding proteins having 
multiple disulfide bonds useful for the preparation of immunocon jugates . In 
particular, this invention relates to recombinant - >.>.>.\i * comprising an 
IgG3 hinge region and lacking a CH2 constant domain. These mut it- 
are used to bind a diagnostic or therapeutic agent through >1 reduced 
disulfide bonds in the antibody hinge region. Thus, the invention 
contemplates the use of such immunocon jugates in diagnosis and therapy. 

IC ICM G01N033-53 

ICS A61K039-395; C07K016-00 

CC 9-10 (Biochemical Methods) 

Section cross-reference ( s ) : 8, 14, 15 

ST recombinant \ L*?2£& immunocon jugate prepn diagnosis 
immunotherapy; mutated antibody b.HH?,iSS antigen tumor 
infection 

IT 3 unoglo 

RL: THU H ler peutic use); BIOL (Biological study); USES (Uses) 
(G3, hinge region, immunocon jugates containing; recombinant 

ith multiple li.:nlf ide fo: 
immunocon jugate preparation) 
IT Onium compounds 

RL: ARG (Analytical reagent use); THU (Therapeutic use); ANST (Analytical 
study); BIOL (Biological study); USES (Uses) 

(acridinium, esters, immunocon jugates containing; recombinant 
ant i bo dies with multiple disulfide bonds for 
immunocon jugate preparation) 
IT Luminescent substances 

(bioiuminescent; recombinant ^tibodx^i; •..•ith multiple 
disulfide bonds for immunocon jugate preparation) 
IT biological studies 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(cysteine-containing, mutated antibody conjugates ; 
recombinant antibodies with multiple disulfide bonds 
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for immunocon jugate preparation) 
IT Cardiovascular system 

(disease; recombinant ^v'^ss with multiple disulfide 

bonds for immunocon jugate preparation) 
IT Antibacterial agents 
Antitumor agents 
Antiviral agents 
Drugs 

Fungicides 

Immunomodulators 

Protozoacides 

( immunocon jugates containing; recornb- 

multiple disulfide bonds for immunocon jugate preparation) 
IT Aequorins 

Allophycocyanins 

Enzymes, biological studies 

Phycocyanins 

Phycoerythrins 

RL: ARG (Analytical reagent use); THU (Therapeutic use); ANST (Analytical 
study); BIOL (Biological study); USES (Uses) 

( immunocon jugates containing; recombinant antibodies with 
multiple disulfide bonds for immunocon jugate preparation) 
IT ^o^, biological studies 

Polymers, biological studies 
Radionuclides, biological studies 
Radionuclides, biological studies 

Ox-, 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
( immunocon jugates containing; recombinant antibodieg with 
multiple disulfide bonds for immunocon jugate preparation) 

it p.^£...^g.^..^^.?y ....g x?-^g°j.g. 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(immunoconjugates; recombinant antibodies with multiple 
disulfide bonds for immunocon jugate preparation) 
IT Scintigraphy 

( immunoscintigraphy ; recombinant ant bodies with multiple 
disulfide bonds for immunocon jugate preparation) 
IT Heart, disease 

(infarction; recombinant t t *b "d - * with multiple disulfide 
bonds for immunocon jugate preparation) 

RL: _ _c preparation); THU (Therapeutic use); BIOL (Biological 

study); PREP (Preparation); USES (Uses) 

(maleimide deriv, mutated o. - X " % N 

recombinant • ith multiple disulfide ■. .. a * 

for immunocon jugate preparation) 
I T totibodiss 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 
(monoclonal, recombinant; reco 

multiple disulfide bonds for immunocon jugate preparation) 
IT Anthracyclines 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(mutated o. N ^ - ^ ^ - ; recombinant 

anybodies -.:ith multiple disulfide bonds for 
immunocon jugate preparation) 
IT Radionuclides, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 



10/565,331 

(mutated v s ■ ; £0x;-di.£ ; recombinant 
antJ.bodxe£ with multiple disulfide bonds for 
immunocon jugate preparation) 
IT Carbohydrates, reactions 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(in' it ir- 1 aining; recombinant ^tibodieg 

with multiple disulfide bonds for immunocon jugate preparation) 
IT Gene 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 
(mutated x x x^ N Xj, -encoding; recombinant x ^ v vX s 
with multiple disulfide bonds for immunocon jugate preparation) 
IT Alkylating agents, biological 
Chemiluminescent substances 
Diagnosis 
Dyes 

Fluorescent substances 

Genetic vectors 

Immunotherapy 

Infection 

Neoplasm 

Paramagnetic materials 
Plasmids 

(recombinant x .. Lbodj as with multiple disulfide bonds 
for immunocon jugate preparation) 
IT Antigens 

RL: ANT (Analyte); THU (Therapeutic use); ANST (Analytical study); BIOL 
(Biological study); USES (Uses) 

(recombinant antij •.v with multiple disulfide bonds 

for immunocon jugate preparation) 
IT Radionuclides, biological studies 

RL: ARG (Analytical reagent use); THU (Therapeutic use); ANST (Analytical 
study); BIOL (Biological study); USES (Uses) 

(recombinant ant bodies with multiple disulfide bonds 

for immunocon jugate preparation) 
IT Thiols (organic), reactions 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(recombinant antibodies with multiple disulfide bonds 

for immunocon jugate preparation) 

I T A. ; 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(recombinant; recombinant ■> with multiple disulfide 

bonds for immunocon jugat e pi -p. hi ) 

IT Proteins, general, biological studies 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(recombinant; recombinant proteins with multiple disulfide 
bonds and their thiol-substituted corpu^M.^. ) 
IT Borxd 

(sulfur-sulfur, proteins containing; recombinant x* t xb •> x - with 
multiple disulfide bond;:, for immunocon jugate preparation) 
IT Antigens 

RL: ANT (Analyte); THU (Therapeutic use); ANST (Analytical study); BIOL 
(Biological study); USES (Uses) 

(tumor-associated; recombinant antibodies with multiple 
disulfide s for immunocon jugate preparation) 

IT 7440-b7-bD, Gold, immunocon jugates containing, biological studies 

RL: ARG (Analytical reagent use); THU (Therapeutic use); ANST (Analytical 
study); BIOL (Biological study); USES (Uses) 
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(colloidal; recombinant ant xbodnes ::izn multiple disulfide 
bonds for immunocon jugate preparation) 
IT 22bb9-Tl-3D, Acr idinium, salts 

RL: ARG (Analytical reagent use); THU (Therapeutic use); AN ST (Analytical 
study); BIOL (Biological study); USES (Uses) 

( immunocon jugates containing; recombinant ®-iitli;£5;A®£ with 
multiple disulfic for immunocon jugate preparation) 

IT 81-88-9D, immunocon jugates containing 144-62-7D, Ethanedioic acid, esters, 
immunocon jugates containing, biological studies 288-32-4D, Imidazole, 
immunocon jugates containing 521-31-3D, Luminol, immunocon jugates containing 
643-79-8D, o-Phthalaldehyde, immunocon jugates containing 2591-17-5D, 
Luciferin, immunocon jugates containing 3682-14-2D, Isoluminol, 
immunocon jugates containing 9001-37-OD, Glucose oxidase, immunocon jugates 
containing 9001-78-9D, immunocon jugates containing 9003-99-OD, Peroxidase, 
immunocon jugates containing 9014-00-OD, Luciferase, immunocon jugates 
containing 

9031-11-2D, P-Galactosidase, immunocon jugates containing 27072-45-3D, 
FITC, immunocon jugates containing 38183-12-9D, Fluorescamine, 
immunocon jugates containing 

RL: ARG (Analytical reagent use); THU (Therapeutic use); ANST (Analytical 
study); BIOL (Biological study); USES (Uses) 

(recombinant in ^ v ^ s with multiple disulfide bonds 
for immunocon jugate preparation) 
IT 305-03-3, Chlorambucil 189120-84-1 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(recombinant 1 1 ; ^ i with multiple disulfide bonds 
for immunocon jugate preparation) 
IT 52-90-4, Cysteine, reactions 55-86-7, Nitrogen mustard 60-23-1, 
Cysteamine 60-24-2, Mercaptoethanol 70-18-8, GSH, reactions 
505-60-2, Sulfur mustard 3483-12-3, Dithiothreitol 6892-68-8, 
Dithioerythritol 73902-98-4 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(recombinant * Lbodiea with multiple disulfide bonds 
for immunocon jugate preparation) 
IT 189035-06-1P 

RL: RCT (Reactant); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); RACT (Reactant or reagent); 
USES (Uses) 

(recombinant m - les with multiple disulfide bonds 
for immunocon jugate preparation) 
IT 59-05-2DP, Methotrexate, mutated antibody conj u gafcas 
68-76-8DP, Trenimon, mutated antibody conjugates 
9013-20-1DP, Streptavidin, mutated antibody conjugates 
10098-91-6DP, Yttrium-90, mutated antibody conjugates , 
biological studies 1 4 133-76-7E F , T- 1 -f i n - unit it- 

gates , biological studies 14378-26-8DP, Rhenium-188, 
rautdti- 1 -\^Ji' biological studies 

15750-15-9DP, Indium-Ill, mutated antibody conjugates , 
biological studies 15760-04-ODP, Silver-Ill, mutated antibody 
[£tes, biological studies 23214-92-8DP, mutated 

73902-98-4DP, 
^ ltli l_ mom i } u lin mfliL i \ line, mutated 
4-0'/- 3 DP, conjugate 
with bromoacetic acid hydrazide, i 
*- . ^ 4 88254-07-3DP, mutated antibody 

440-58-7DP, Calich e amTcTn 7%n u t a t e d 
as 114797-28-3DP, Esperamicin, 
mu't at e d ant ibody conjugates 189035-04-9 DP, 

>n_j^4 v -ith cyanomorpholino anthracycline, mutated 
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189035-05-ODP, mutated 



RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

i ilf ide 'oo N \ =; 

for immunocon jugate preparation) 
7440-42-8D, Boron, addends, immunocon jugates containing, biological studies 
10028-17-8D, Tritium, immunocon jugates containing, biological studies 
10043-49-9D, Gold-198, immunocon jugates containing, biological studies 
10043-66-OD, Iodine-131, immunocon jugates containing, biological studies 
12585-85-2D, Positron, immunocon jugates containing 14119-09-6D, Gallium-67, 

noconjugates containing, biological studies 14158-31-7D, Iodine-125, 
immunocon jugates containing, biological studies 14596-37-3D, Phosphorus-32 , 
biological studies 14762-75-5D, Carbon-14, 
biological studies 14998-63-1D, Rhenium-186, 
biological studies 15117-53-OD, Sulfur-35, 
biological studies 15715-08-9D, Iodine-123, 
biological studies 15755-39-2D, Astatine-2 1 1 , 
biological studies 15757-86-5D, Copper-67, 
biological studies 
BIOL (Biological study); USES (Uses) 



noconjugates contai 

immunocon jugates contai 

noconjugates contai 

noconjugates contai 

immunocon jugates contai 

noconjugates contai 

immunocon jugates contai 

THU (Therapeutic use) ; 



(recombinant an bjsdjles with multiple disulfide bonds 
for immunocon jugate preparation) 
25322-6 8-3DP , maleimide deriv, mutated antibody 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(recombinant antibodies with multiple disulfide bonds 

for immunocon jugate preparation) 
25322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



_CH2— CH2 — 0. 
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INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Suzawa, Toshiyuki; Yamasaki, Motoo; Nagamura, 

Saito, Hiromitsu; Ohta, So; Hanai, Nobuo 

Kyowa Hakko Kogyo Co., Ltd., Japan 

PCT Int. Appl., 78 pp. 

CODEN: PIXXD2 

Patent 

Japanese 



PATENT NO. 



KIND DATE 
Al 19961114 



APPLICATION NO. 
WO 1996-JP1241 



DATE 

19960510 



WO 9635451 Al 
W: CA, JP, US 

RW: AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 
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CA 2220339 


Al 


19961114 


CA 1996-2220339 


19960510 


< 


EP 867190 


Al 


19980930 


EP 1996-913722 


19960510 


< 


EP 867190 


Bl 


20071226 








R: AT, BE, CH, 


DE, 


DK, ES, FR, 


GB, GR, IT, LI, LU, 


NL, SE, MC, PT, 




IE, FI 












JP 3871713 


B2 


20070124 


JP 1996-533951 


19960510 


< :: 


AT 381948 


T 


20080115 


AT 1996-913722 


19960510 




US 6103236 


A 


20000815 


US 1997-981416 


19971110 


< — 


US 6638509 


Bl 


20031028 


US 2000-500243 


20000208 




PRIORITY APPLN. INFO.: 






JP 1995-111933 
WO 1996-JP1241 
US 1997-981416 


A 19950510 
W 19960510 
A3 19971110 


< — 
< — 



ED Entered STN: 22 Jan 1997 

AB A ' \ . .>>:::>: iex is prepared by bonding a residue of a compound having target 
cell affinity and a residue of toxin via a spacer containing a polyalkylene 
glycol and a dipa»t.id.« . The compds. which show cell affinity include tumor- 
specific - d its fragments. For example, HO- PSG-Ala-Val-adr iamycin 
reaction products with NL-1 (acute lymphocytic leukemia 5 t v 3 xiv ) was prepared 
and its antiproliferative effect against Daudi Burkitt's lymphoma cells was 
tested . 
IC ICM A61K039-44 
ICS C07K017-06 
CC 63-5 (Pharmaceuticals) 

Section cross-reference ( s ) : 1 
ST ant: ; adriamycin 

v •> ^j, \ o v ■> v. v ^ •> ^ v s prepn 
IT Antitumor agents 
Drug targeting 

(preparation of antitumor toxin complex via spacer 
containing polyalkylene glycol and clipegfcid«) 
IT ?.9Ay.^^^¥^^J?./.....^.!^^^^. 

RL: RCT (Rea i it); hCT (Reactant or reagent) 

(preparation of antitumor toxin complex via spacer 
containing polyalkylene glycol and dipepti da ) 

IT 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(reaction products, with neoplasm inhibitors; preparation of antitumor 
x - ^ via spacer containing polyalkylene glycol 

and -: ; . ) 

IT 208 r i lorubicin, reaction products with PEG 

-Ala-Val-OH derivative and ntibodff 2 b 3 1 6 - 4 0 - 9 DP , ~Ad r i amy c i n , 
reaction products H derivative and 

185218-46-6DP, reaction products with adriamycin and 
ant ibcKi^ 185218-48-8DP, reaction products with adriamycin and 
tibod^ 185218-50-2DP, reaction products with adriamycin and 
31 185218-52-4DP, reaction products with PSG 
-Ala-Val-OH derivative and antibody 185218-65-9DpT reaction 
products with PEG-Ala-Val-OH derivative and ■>* x - is 
185218-74-0DP, "reaction products with KM- 6 4 1 antibody 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of antitumor toxin coj^Iax via spacer 
containing polyalkylene glycol and dipeptida ) 
IT 100-02-7, l-Hydroxy-4-nitrobenzene, reactions 100-39-0, Benzyl bromide 
106-93-4, 1, 2-Dibromoethane 107-09-5, 2-Bromoethylamine 109-64-8, 
1, 3-Dibromopropane 134-96-3, 4-Hydroxy-3, 5-dimethoxybenzaldehyde 
501-53-1, Benzyloxycarbonyl chloride 537-73-5 2812-46-6 2899-60-7 
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3401-36-3 6959-47-3, Picolyl chloride hydrochloride 13518-40-6 
N " 146940-68-3 
,: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of antitumor tox^n ccr^Iex via spacer 
containing polyalkylene glycol and N ^ M 
6527-32-8P 16980-82-8P 264U I- 4- E 

Denzyl ether 29375-30-2P 53089-97-7P~ 53844-02-3P 
'60166-68-9P 62054-92-6P 185218-31-9P 185218-34-2P 185218-38 
185218-44-4P 185218-52-4P 185218-55-7P 185218- 



185218-59-1P 
185218-65-9P 
185218-70-6P 



185218-60-4P 
185218-66-0P 
185218-71-7P 



185218-61-5P 
185218-67-1P 
185218-72-8P 



185218- 
185218- 
185218- 



185218-42-2P 
185218-58-0P 
185218-64-8P 
185218-69-3P 
185218-74-0P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation! 
(Reactant or reagent) 

(preparation of antitumor •_: __>xir : i:;;:^ -hx -i_=i .rpfi'i^i 

containing polyalkylene glycol and 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of antitumor toxin £2J2£2d™ ^ia spacer 
containing polyalkylene glycol and ^i£«gtid«) 

25322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-(0-hydroxy- (CA INDEX NAME) 



■62-6P 
■68-2P 
-73-9P 



HO ^ CH2— CH2 — 0 ^ 
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HCAPLUS Full- text 



1996:494753 
125:151189 

Therapeutic ccujUQav-i * of \ 

and drugs for cancer and infection treatment 
Hansen, Hans J.; Griffiths, Gary L . ; Lentine- j ones , 
Anastasia; Goldenberg, David M. 
Immunomedics, Inc., USA 

U.S., 7 pp., Cont.-in-part of U.S. 5,328,679. 

CODEN: USXXAM 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



US 5541297 
US 5061641 
US 5128119 
CA 1335267 
AU 9059249 
AU 647028 
JP 05500800 
IL 113168 
ZA 9004521 
AU 9065214 
AU 640698 



19960730 
19911029 
19920707 
19950418 
19910108 
19940317 
19930218 
19960723 
19910327 
19910418 
19930902 



US 1992-882177 
US 1988-176421 
US 1989-392280 
CA 1989-615461 
AU 1990-59249 

JP 1990-509837 
IL 1990-113168 
ZA 1990-4521 
AU 1990-65214 



19920511 <- 

19880401 <- 

19890810 <- 

19890929 <- 

19900611 <- 

19900611 <- 

19900611 <- 

19900612 <- 
19900918 <- 
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JP 


04505455 






T 




19920924 




JP 


1990-514034 






19900918 


< 




JP 


07023326 






B 




19950315 


















US 


5328679 






A 




19940712 




US 


1991-760466 






19910917 






NO 


9104877 






A 




19920204 




NO 


1991-4877 






19911211 


< — 




NO 


9200853 






A 




19920304 




NO 


1992-853 






19920304 


< 




FI 


9201146 






A 




19920317 




FI 


1992-1146 






19920317 


< 




US 


5514363 






A 




19960507 




US 


1993-1419 






19930107 


< — 




WO 


9323062 
W: CA, 


JP 




Al 




19931125 




WO 


1993-US4136 






19930507 


< — 






RW: AT, 


BE, 


CH, 


DE, 


DK, 


. ES, FR, 


GB, 


. GR, IE, IT, LU, 


MC, 


, NL, PT, SE 






EP 


651646 






Al 




19950510 




EP 


1993-910988 






19930507 


< — 




EP 


651646 






Bl 




20030903 




















R: AT, 


BE, 


CH, 


DE, 


DK, 


. ES, FR, 


GB, 


. GR, IE, IT, LI, 


LU, 


, MC, NL, PT, 


SE 




JP 


08500084 






T 




19960109 




JP 


1993-518731 






19930507 


< — 




JP 


2942356 






B2 




19990830 


















CA 


2118032 






C 




19980929 




CA 


1993-2118032 






19930507 


< 




EP 


1283059 






A2 




20030212 




EP 


2002-79619 






19930507 


< — 




EP 


1283059 






A3 




20040102 




















R: AT, 


BE, 


CH, 


DE, 


DK, 


. ES, FR, 


GB, 


. GR, IT, LI, LU, 


NL, 


, SE, MC, PT, 


IE 




AT 


248858 






T 




20030915 




AT 


1993-910988 






19930507 


< — 




PT 


651646 






T 




20031231 




PT 


1993-910988 






19930507 


< — 




ES 


2208639 






T3 




20040616 




ES 


1993-910988 






19930507 


< 




US 


5601825 






A 




19970211 




US 


1995-452131 






19950526 


< — 


PRIORITY APPLN. 


INFO. 












US 


1988-176421 




Al 


19880401 


< — 




















US 


1989-364373 




B2 


19890612 


< — 




















US 


1989-392280 




A2 


19890810 


< 




















us 


1989-408241 




B2 


19890918 


< 




















US 


1990-518707 




B2 


19900507 


< — 




















US 


1990-581913 




B2 


19900913 


< 




















US 


1991-760466 




A2 


19910917 


< — 




















IL 


1990-94690 




A3 


19900611 


< — 




















WO 


1990-US3142 




A 


19900611 


< — 




















WO 


1990-US5196 




A 


19900918 


< — 




















US 


1992-882177 




A 


19920511 


< — 




















EP 


1993-910988 




A3 


19930507 


< — 




















WO 


1993-US4136 




W 


19930507 


< — 


ED 


Entered STN 


: 2C 


1 Auc 


[ 199 




















AB 






usef 


ul i: 


n cai 


.ice 


r or infe 


cti 


ous 


disease therapy 


comprise a d 


rug 




modified tc 




(a n. 


ativi 




gxin devo 


id 


of 


a functioning 


recept 


or- 



domain) and a protein which reacts with a substance associated with a targeted 
cell or pathogen. The targeted substance internalizes > the 

cell cytoplasm, and the drug or tcsin kills the cell. The protein prior to 
^ v -i-vt has >1 SH group which becomes a site for conjugation to the toxin 
or drug. Thus, the F( ab' ) 2 fragment of murine anti-B cell lymphoma MCi^^v 
LL-_ i i Mi in ti tted - lei i it i - , and the 

product was reduced with DTT and reacted with an activated Pseudomonas 
exotoxin which was modified by removal of the la ; the resulting 

therapeutic agent was purified by gel chromatog. 
IC ICM C07K016-46 

ICS A61K039-395 
INCL 530391/00 
CC 63-6 (Pharmaceuticals) 

ST \ . immunocon jugate cancer infection therapy 

IT Leukemia 

(an to cells of, oofv^vK^tea with drugs or 

toxins; therapeutic coroxs-ga*:.** cf toxins 
and drugs for cancer and infection treatment) 
IT Carcinoma 
Lymphoma 
Myeloma 
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Protozoa 
Sarcoma 

( antibodies tc, con jugrafc^s with drugs or 
Kins ; therapeutic s of toxins 

and drugs for cancer and infection treatment) 
Pseudomonas 

(exotoxin of, modify- 1 , lHj 
therapeutic of - t< and drugs for 

cancer and infection treatment) 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(receptor-o ^ N v domain-deficient, j^-o^od^; 

; therapeutic oo •« j \_\ of \v>>*rt.» 

and drugs for cancer and infection treatment) 
' v \ i N * agent s 
Neoplasm inhibitors 

(therapeutic ,vvi; tvs* of toj^nvs and drugs for 

cancer and infection treatment) 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(to protozoa or tumor-associated antigens, - ■> with drugs 

or • -v ; th-irip-ut it of -. 0£Xtt8 

and drugs for cancer and infection treatment) 
Proteins, specific or class 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(PAP (pokeweed antiviral protein), gggj g gatj N f with 

ady ; therapeutic conjugates of toxins 
and drugs for cancer and infection treatment) 
Polysaccharides, biological studies 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

drug or 

; therapeutic ^vvr i;v^s- of and 
drugs for cancer and infection treatment) 
Abrins 
gicivis 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

i - j - ; th-i q -uti 

for cancer and 

infection treatment) 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(diphtheria, , t vU ; therapeutic 

^..\...dd:..c...c..>..5:. of 111 1 drugs for cancer and 

infection treatment) 
Biological transport 

(endocytosis, therapeutic j of and 

drugs for cancer and infection treatment) 

, •> <. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(exo-, c , iHj therapeutic 

cancer and 

infection treatment) 
IT Sialoglycoproteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(gpl20env, of HIV, recombinant monoc 
fragment of, o^i - >o _th puromycin; therapeutic 
8 for cancer and 

infection treatment) 
IT Virus, animal 

(human immunodeficiency, infection with, treatment of; therapeutic 
and drugs for cancer and 

infection treatment) 
I T Pha i 1 10 .?^ff®.^.?.?^g 

(immunoconjugates, therapeutic conjugates of toxins 
and drugs for cancer and infection treatment) 
IT Neoplasm inhibitors 

(lymphoma, therapeutic conj u ga-tes of toxins and 
drugs for cancer and infection treatment) 
IT ^ >. ^o^, biological studies 

RL: RCT (Reactant); THU (Therapeutic use); BIOL (Biological study); RACT 
(Reactant or reagent); USES (Uses) 

( lysine-containing, ■> ; Hi-i q-uti ^ 10 J. 1 

toxins and drugs for cancer and infection treatment) 
IT Alcohols, biological studies 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(polyhydric, con j u gat es , with antibody and drug or 
toxin; therapeutic conjugates of toxins and 
drugs for cancer and infection treatment) 
IT Proteins, specific or class 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(sapoiin , lHi ; therapeutic 

i:. : i^,. : .i::..: : . : ..V.±A of L. : .::i.v.\. : .:. : . ancl clru( !J ;: ' for cancer and 
infection treatment) 
IT Antigens 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(tumor-associated, to, ith 

drugs or i^x^n; ; th-i ip-uti ; of 

toxins and drugs for cancer and infection treatment) 
it :>.- m 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

-i :: ".i- '-'ith iH;.li£?.^?.:x ; therapeutic 

for cancer and 

infection treatment) 
IT 75037-46-6, Gelonin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

( juga , _- therapeutic 
£2Si^S£^. of toxins and drugs for cancer and 
infection treatment) 
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541-59-3, Maleimide 

RL: RCT (Reactant); THU (Therapeutic use); BIOL (Biological study); RACT 
(Reactant or reagent); USES (Uses) 

(£^fiksr; therapeutic cor; .-sugars cf 

and drugs for cancer and infection treatment) 
53-79-2D, Puromycin, immunocon jugates 66-81-9D, Cycloheximide, 
immunocon jugates 9001-99-4D, RNase, immunocon jugates 9004-54-OD, 

drug or 

ith v and dru f or >x 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(therapeutic „>-v 0 s of ^\ t and drugs for 

cancer and infection treatment) 
25322-fr° ^ with 

■■ux-t ibodj£ and drug or toxin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(tluM.ijKnit ir eot-.juc^it &■% o: tcs:r>:; ;rugs for 

cancer and infection treatment) 
25322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-(0-hydroxy- (CA INDEX NAME) 



— £ CH2— CH2 — 0 ^ H 
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1994:62291 HCAPLUS Full -text 
120:62291 
Therapent ic 
and drugs 

Hansen, Hans J.; Griffiths, Gary L . ; Lentine-Jones , 

Anastasia; Goldenberg, David M. 

Immunomedics, Inc., USA 

PCT Int. Appl., 29 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 


9323062 
W: CA, 


JP 




Al 


19931125 


WO 1993- 


-US4136 




19930507 




RW: AT, 


BE, 


CH, 


DE, 


DK, ES, FR, 


GB, GR, IE, 


, IT, LU, 


MC, 


NL, PT, SE 


US 


5541297 






A 


19960730 


US 1992- 


-882177 




19920511 


EP 


651646 






Al 


19950510 


EP 1993- 


-910988 




19930507 


EP 


651646 






Bl 


20030903 












R: AT, 


BE, 


CH, 


DE, 


DK, ES, FR, 


GB, GR, IE, 


, IT, LI, 


LU, 


MC, NL, PT, 


JP 


08500084 






T 


19960109 


JP 1993- 


-518731 




19930507 


JP 


2942356 






B2 


19990830 










AT 


248858 






T 


20030915 


AT 1993- 


-910988 




19930507 
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PRIORITY APPLN. INFO.: US 1992-882177 A 19920511 <— 

US 1988-176421 Al 19880401 <— 

US 1989-364373 B2 19890612 <— 

US 1989-392280 A2 19890810 <— 

US 1989-408241 B2 19890918 <— 

US 1990-518707 B2 19900507 <— 

US 1990-581913 B2 19900913 <— 

US 1991-760466 A2 19910917 <— 

WO 1993-US4136 W 19930507 <— 

ED Entered STN: 05 Feb 1994 

AB A il in cancer or infection::, disease therapy is a drug or a 

modified nati~- • n l-~ il of a functioning r - -j t r . I main, 

to a protein which reacts with a substance associated with a 
targeted cell or pathogen. The targeted substance (e.g. intracellular 
antigen, receptor, viral antigen) internalizes the cell 

cytoplasm, thus killing the cell. The protein prior to con jxkjo":: on has >1 SH 
group which becomes a site for zwjxxq a. v to the toxin or drug. The protein 
may be a hormone, lymphokine, growth factor, albumin, enzyme, immunomodulator , 
receptor, antibody, etc. The £9^j^<^v* ma V be coupled with a polysaccharide, 
polyol, or PEG to make it less immunogenic. Thus, an l^ntibod^ to a tumor- 
associated antigen was reduced, corr-ert-d to the F(ab' )- fragment, and coupled 
to (1) a p eptide linker- PEG coniugat« and (2) a modified Pseudomonas exotoxin 
lacking the la binding domain for treatment of chemotherapy-refractory B-cell 
lymphoma . 

IC ICM A61K037-00 

ICS A61K037-04; C07K015-28; C07K015-14 

CC 63-6 (Pharmaceuticals) 

S T toxin conjugate cancer infection treatment; 

immunocon jugate toxin cancer treatment 
IT Cytoplasm 

Microorganism 
Virus, animal 

(antigen of, drug or toxin conjugate with protein 
targeted to, for cancer and infection treatment) 
IT Immunomodulators 

Animal growth regulators 

Enzymes 
Hormones 

Lymphokines and Cytokines 
Receptors 

RL: BIOL (Biological study) 

(oov J rtli drug ml \ , t r ancer and 

infection treatment) 
IT -l - 1 1 i 

\- - - 
T ..; x 

RL: BIOL (Biological study) 

1 Jihilli ±1 ltn proteins, for cancer and infection 

treatment ) 
IT Antigens 

RL: BIOL (Biological study) 

(drug l protein targeted to, 

for cancer and infection treatment) 
IT Pseudomonas 

(exotoxin of, , for cancer and 

infection treatment) 
IT Mercapto group 

(of protein, drug or v ^ to, for 
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cancer and infection treatment) 
Bactericides, Disinfectants, and Antiseptics 
Neoplasm inhibitors 
Protozoacides 
Virucides and Virustats 

(protein c ; ; tes, for targeted therapy) 
Leukemia 

(tumor-associated antigen of cells of, dri 

.::.::.:.,:^:-;.::.L:.: ith protein targeted to) 
Carcinoma 
Lymphoma 
Myeloma 
Sarcoma 

(tumor-associated antigen of, 

with protein targeted to) 
Neoplasm inhibitors 

(B-cell leukemia, protein - for targeted therapy) 

Neoplasm inhibitors 

(B-cell lymphoma, protein ^ , for targeted therapy) 

Proteins, specific or class 
RL: BIOL (Biological study) 

(PAP (pokeweed antiviral protein), conj u gates with proteins, 

for cancer and infection treatment) 
Polysaccharides, compounds 
RL: BIOL (Biological study) 

( con j u g tes, with drugs and proteins and toxins , 

for cancer and infection treatment) 
Albumins, compounds 

" - ompounds 
Proteins, specific or class 
RL: BIOL (Biological study) 

(^^ugat^ss, toxins*** , for cancer and infection 

treatment Peptides , ) 
Toxics 

RL: BIOL (Biological study) 

(diphtheria, cors j ugates with proteins, for cancer and 

infection treatment) 
Proteins, specific or class 
RL: PRP (Properties) 

(disulf ide-containing, reduction and v ^\ ^ N of, with drug or 

toxin for cancer and infection treatment) 
Toxins; 

RL: BIOL (Biological study) 

(- ith proteins, for cancer and infection 

treatment) 
Sialoglycoproteins 
RL: BIOL (Biological study) 

(gpl20env, of HIV, monoclonal % ~c . ur ates 

with puromycin, for infection treatment) 

(human immunodeficiency, infection with, treatment of, with monoclonal 
antibody -pur oray c in ££ii^j£i a ,t e ) 

(immunoconjugates, with proteins, for cancer and infection treatment) 

( immunotoxins , for cancer and infection treatment) 
Neoplasm inhibitors 

(lymphoma, protein - , for targeted therapy) 

totibodies 

RL: BIOL (Biological study) 
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(monoclonal, ^ \:ith drugs and toxir-s, for 

cancer and infection treatment) 
Alcohols, compounds 
RL: BIOL (Biological study) 

(polyhydric, ■ , ltli lingo and protein,?, and 

' for cancer and infection treatment) 
Proteins, specific or class 
RL: BIOL (Biological study) 

(caporinc, , for cancer and infect i 

treatment) 
Antigens 

RL: BIOL (Biological study) 

(tumor-associated, i 
protein targeted to, for cancer and infection treatment) 

ToKins 

RL: BIOL (Biological study) 

(U-, oo \ ^ tv>< ith proteins, for cancer and infection 
treatment ) 

53-79-2D, Puromycin, s ^ - with proteins 66-81-9D, 

Cycloheximide, conj u gates with proteins 9001-99-4D, 
Ribonuclease, corvjjssg at es with proteins 9004-54-0D, Dextran, 

with drugs and proteins ar.a x \ s 
2Vs<:<:~W"3D, V--V.G, coo jograt*8 with drugs and 
proteins and toxins 75037-46-6D, Gelonin, c-ajv^^tm} 
with proteins 

RL: BIOL (Biological study) 

(for cancer and infection treatment) 
-68-30 , PEG , conjugates with drugs and 
proteins and toxins 
RL: BIOL (Biological study) 

(for cancer and infection treatment) 
25322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



_|I CH2— CH2 — 0 j|_ H 
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SOURCE: PCT Int. Appl . , 55 pp. 
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WO 9118020 Al 19911128 WO 1991-US3512 19910517 <— 

W: AU, CA, FI, JP, NO, SU 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LU, NL, SE 
US 5216130 A 19930601 US 1990-525258 19900517 <— 

AU 9181081 A 19911210 AU 1991-81081 19910517 <— 

EP 607126 Al 19940727 EP 1991-912955 19910517 <— 

R: DE, FR, GB, IT, NL 
PRIORITY APPLN. INFO.: US 1990-525258 A 19900517 <— 

WO 1991-US3512 A 19910517 <— 

ED Entered STN: 20 Mar 1992 

AB -V to a specific targeting mol. are via polysaccharide or 

polymer spacer arms to rapidly cleared, 99mTc-labeled submicron-sized, albumin 
microspheres to form a labeled macromo- . complex for use in localizing targets 
within the body. These labeled albumin microspheres may be used to detect a 
variety of sites of clin. interest using noninvasive external imaging devices 
and may be employed to carry therapeutic agents to these sites. Thus, albumin 
microspheres were ii.;. k'sw : (h;-::;:nv>pcltfi!-:hvU;::« o\;ycol and the amino termini 
were derivatized with S-acetylmercaptosuccinic anhydride. To this was added 
5, 5 ' -dithiobis (2-nitrobenzoic acid) to activate and protect the microsphere SH 
moieties. Antifibrin v ; t Fab 1 fragment was added to the microsphere 
suspension and reacted at room temperature for 1 h. The complex then was 
exposed to stannous saccarate, washed, and lyophilized. Prior to use, 99mTc 
was added in N-purged isotonic saline for i.v. administration for localizing 
e.g. fibrin deposition. 

IC ICM C07K015-14 

ICS C07K017-08; C07K017-10; A01N031-14; A6 1K03 1-0 75 ; A61K031-715; 
A61K037-04; A61K039-44; A61K043-00; A61K049-00; C03B037-02; 
C07C043-11; C07C217-42; C12N001-02; C07F013-00; G01N033-534 

CC 8-9 (Radiation Biochemistry) 

ST albumin sensitization labeling immunoscintig; technetium 99m 
ilbumin scintig 

IT Bacteria 

Pharmaceuticals 
Virus 

(s ' 1 to, V"° N * with albumin and other 

substances, preparation of, for immunotargeting) 
IT Toxins 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(^ v v 0\ to, v v ith albumin and other 

substances, preparation of, for immunotargeting) 
IT Thrombolytics 

( complexes with albumins and other substances, preparation of, for 

immunotargeting) 
IT Fibrins 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 
(deposition of, localization of, by immunoscintig., macromol. 
oopj Wis for) 
IT Lung, disease 

(embolus, localization of, by immunoscintigraphy , macromol. 
pie e;f f or ) 
IT Albumins, uses 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(microspheres, technetium-99m-labe_; 
'Hi£A^£r^' preparation of, for immunoscintig.) 
IT s ^ " " 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(to fibrin, complexes with albumin microspheres, 
technetium-99m-labeled, preparation of, for immunoscintig.) 
IT Thrombus and Blood clot 

(venous, localization of, by immunoscintigraphy, macromol. 
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- pi exes for) 
IT Polymers, compounds 

Polysaccharides, compounds 

RL: SPN (Synthetic preparation); PREP (Preparation) 

( , ith albumins and other .substances, preparation of, 

for immunoscintig . ) 
IT :• ::*•.. t : or '. -; : i'- 

(immunoconjugates, ■:• ' - ilbumin macromol. 

' ■ : : - .U . . ; ; . ) 

IT 7772-99-8, Tin chloride, biological studies 
RL: BIOL (Biological study) 

(in technetium-99m-labeled ma i for 

immunoscintig . ) 
IT 14133-76-7DP, albumin-^ s. ^ U'y. labeled with 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of metastable, for immunoscintig.) 
IT 9004-b4-0DP, Dextran, glebes with albumins and other 
substances 24991-b3-bDP, macro":: . '• 
2*;Z22 ■■$<<■■ , ':i,;"pls.x-::s: with albumins and other 
substances 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of, for immunoscintig.) 
IT ° \v o with albumins and other 

substances 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of, for immunoscintig.) 
RN 2b322-68-3 HCAPLUS 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 
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1991 :581372 HCAPLUS Full --text 
115:181372 
115:30960h, 30961a 
Tumor-specific, cell surface- 
monoclonal antibodies 

Freedman, Ralph S.; Ionnides, Constantin G. 

Tomasovic, Barbara J.; Patenia, Rebecca S. 

University of Texas System, USA 

PCT Int. Appl., 80 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



APPLICATION NO. 



WO 9109135 

W: AT, AU, 



WO 1990-US7496 



19901218 <- 



G, BR, CA, CH, DE, DK, ES, 

LK, LU, MC, MG, MW, NL, NO, RO, SD, SE, 

RW: AT, BE, BF, BJ, CF, CG, CH, CM, DE, DK, 

LU, ML, MR, NL, SE, SN, TD, TG 



FI, GB, HU, JP, KP, KR, 
SU, US 

ES, FR, GA, GB, GR, IT, 



AU 9171658 
US 5434076 
PRIORITY APPLN . INFO 
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h 19910718 AU 1991-71658 19901218 <— 

A 19950718 US 1992-862768 19920618 <— 

US 1989-452733 A2 19891218 <— 

WO 1990-US7496 A 19901218 <— 

Entered STN: 01 Nov 1991 

A process is provided for the preparation and use of gynecol. tumor diagnostic 
and antitumor agents. The process involves the pretreatment of a patient with 
a viral oncolyzate and the establishment of B-cell human hybridomas capable of 
producing human monocl ) reactive with cell-surface 

epitopes of human gynecol. tumors. Also disclosed are methods for using the 
MAbs in the diagnosis and treatment of gynecol. malignancies. Two especially 
useful gynecol. hybridoma lines are disclosed which are derived from the 
process of the invention. Thus, cells from the lymph node of a patient with 
mucinous ovary carcinoma were fused with SPAZ4 cells (a heterohybridoma of 
mouse myeloma and human peripheral blood lymphocyte::) using PBG 1500 to form 
the AC hybridoma cell line. The reactivity of human anti-ovarian surface- 
reacting MAb AC6C3 was tested with ovarian carcinoma cells and with a variety 
of nonovarian cell lines. MAb AC6C3 was also tested on cryostat sections of 
epithelial ovarian carcinoma specimens and compared to similar sections of 
other malignant as well as nonmalignant tissues. Immunopptn. with MAb AC6C3 
identified a 32-kD band expressed on the surface of SKOV3 (ovarian carcinoma) 
cells . 

ICM C12P021-08 

ICS G01N033-574; A61K039-395; C12N005-00 
15-3 ( Immunochemistry ) 

monoclonal antii % tumor surface antigen; gynecol tumor 
monoclonal antibody ; cervix tumor cell monoclonal 

; j ary tumor cell monoclonal S££.ifeS5Z ; B cell 
human hybridoma 
Animal cell line 

(2774, monoclonal a?'tiko*3y to gynecol. tumor cell surface 

epitope reactivity with) 
Animal cell line 

(431, monoclonal antibody to gyneco 

epitope reactivity with) 
Animal cell line 

(962, monoclonal antibody 

epitope reactivity with) 
Animal cell line 

(CR, hybridoma, production of, 

monocl d1. tumor cell 

Animal cell line 

(CaOV3, monocl nil 1 irface epitope of) 

Animal cell line 

(GB, raonoclon L ^ t r_n-col. tumor cell surface 

epitope reactivity with) 
Animal cell line 

(MD435, monocl col. tumor cell surface 

epitope reactivity with) 
Animal cell line 

(MD436, monocl -col. tumor cell surface 

epitope reactivity with) 
Animal cell line 

(MDAH 2774, monoclonal tibod^ to surface epitope of) 
Animal cell line 

(SPAZ4, in hybridoma production for production of monoclonal 

to gynecol. tumor cell surface epitope) 



tumor cell surface 



to gynecol. tumor cell surface 



■ncolyzate, for production of 
rface epitope) 



RL: 



BIOL (Biological study) 

1 with monoclonal « to gynecol. 
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tumor cell surface epitope, for targeting therapy) 
IT Animal cell line 

(gynecol. tumor, monoclonal antibody to surface epitope of) 
IT Neoplasm 

(gynecol., monoclonal t Vn N \\ to surface epitope of cell of) 

IT Animal cell line 

(human cell-derived myeloma, in hybridoma production for production of 
monoclonal ant vbociv to gynecol. tumor cell surface epitope) 

IT Lymph gland 

(lymphocyte of, for hybridoma production in production of monoclonal 
to gynecol. tumor cell surface epitope) 
IT Neoplasm inhibitors 

(monoc- col. tumor cell surface epitope 

as, for gynecol. tumor) 
IT Melanoma 
Sarcoma 

(monoclonal ol. tumor cell surface epitope 

reactivity with) 
IT Hybridoma 

(of lymphocyte of peripheral blood or lymph node or bone marrow, in 
production of monoclonal atibody to gynecol. tumor cell surface 
epitope) 
IT Virus 

(oncolyzate, in production of monoclonal m s ^ to gynecol. 

tumor cell surface epitope) 
IT Animal cell line 

(A375, monoclonal a - d\ to gynecol. tumor cell surface 

epitope reactivity with) 
IT Animal cell line 

(A431, monoclonal antibody to gynecol. tumor cell surface 

epitope reactivity with) 
IT Animal cell line 

(AC, hybridoma, production of, for production of monocl 

to gynecol. tumor cell surface epitope) 
IT Animal cell line 

(Daudi, monoclonal an bod^ to gynecol. tumor cell surface 

epitope reactivity with) 
IT Animal cell line 

(JURKAT, monoclonal tibochj* to gynecol. tumor cell surface 

epitope reactivity with) 
IT Animal cell line 

(K562, monoclonal antifoody to gynecol. tumor cell surface 

epitope reactivity with) 
IT Animal cell line 

(MRC-5, monoclonal v .. - ^ to gynecol. tumor cell surface 

epitope reactivity with) 
IT Virus, animal 

(Newcastle disease, gynecol. tumor cell infected with, oncolyzate from, 

in production of monoclonal antibody to gynecol. tumor cell 

surface epitope) 
IT Animal cell line 

(SK-UT-1, monoclonal antibody to gynecol. tumor cell surface 

epitope reactivity with) 
IT Animal cell line 

(SK0V3, monocl irface epitope of) 

IT Animal cell line 

(SW48, monoclonal s.^t~U30j±£ to gynecol. tumor cell surface 

epitope reactivity with) 
IT Animal cell line 

(SW480, monoclonaJ J v to gynecol. tumor cell surface 
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epitope reactivity with) 
IT Animal cell line 

(SW756, monoclonal antibody to surface epitope of) 
IT Ovary, neoplasm 

(carcinoma, cell line of, monocl 

epitope of) 
IT Uterus, neoplasm 

(cervix, carcinoma, cell line of, monoclonal gxAxbo^ to 

surface epitope of) 

IT V - 

RL: BIOL (Biological study) 

( con folates , A chain of, with monoclonal antibody 
to gynecol. tumor cell surface epitope) 
IT Virus, animal 

(influenza A, Puerto Rico, in production of monoclonal ( |^ 
to gynecol. tumor cell surface epitope) 
IT Lymphokines and Cytokines 

RL: BIOL (Biological study) 

(interleukin 2, viral oncolyzate combined with, in production of monoclonal 
antibod y to gynecol. tumor cell surface epitope) 

IT A 

RL: BIOL (Biological study) 

(monoclonal, to gynecol. tumor cell surface epitope) 
IT Antigens 

RL: BIOL (Biological study) 

(surface, monoclonal tibodisj to, of gynecol. tumor cell) 
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TITLE: Monoclonal ant^ibod^- targe ted superantigens : 

a different class of antitumor agents 
AUTHOR(S): Dohlsten, Mikael; Hedlund, Gunnar; Aakerblom, Eva; 

Lando, Peter A.; Kalland, Terje 
CORPORATE SOURCE: Kabi Pharm. Ther . , Lund, S-223 63, Swed. 

SOURCE: Proceedings of the National Academy of Sciences of the 

United States of America (1.991), 88(20), 

9287-91 

CODEN: PNASA6; ISSN: 0027-8424 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
ED Entered STN: 27 Dec 1991 

AB The bacterial superantigen staphylococcal enterotoxin A (SEA) directs 

cytotoxic T-lymphocytes (CTLs) expressing particular sequences of the T-cell 
receptor (TCR) (3-chain to lyse tumor cells expressing major histocompatibility 

) class II mols., which serve as receptors for SEs. Chemical 
conjugates of SEA and the colon carcinoma-reactive monoclonal ■> v s 
(mAbs) C21b or C242 mediate T-cell dependent destruction of colo carcinoma 

cells lacking MHC class II mols. SEA was covalently to the mAbs C21b 

and C242 via a PEG- based hydrophilic spacer. The C215-SE- _^ targeted 

CD4+ as well as CD8+ CTLs to lyse a panel of colon carcinoma cells lacking MHC 
class II mols. T-cell recognition of mAb-SE- ^ - ^ v was SEA-specif ic, 
since SEB-select ive T-cell lines with potent cytotoxic activity towards Raji 
cells coated with SEB did not respond to the C215-5E- conj ; te^ Unconjugated 
SEA did not induce T-cell lysis of MHC class II- colon carcinoma cells by 
efficiently directed CTLs against MHC class 11+ Raji cells and certain 
inter feron-treated MHC class 11+ colon carcinoma cells. SEA-mAb conjugates 
may retain the SEA-related selectivity for certain TCR |i-chain variable region 
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(V(3) sequences but, in contrast to unconjugated SEA, may mediate the TCR 
interaction in a MHC class I I O-independent manner. The cytotoxic activity 
mediated by C215-SEA and C242- was blocked by excess of C215 mAb 

and C242 mAb, resp., showing that the specificity in the targeting of mAb-SEA 

antigen reactivity of the mAb. Bacterial 
superantigens may be successfully WWWi„\, to mAb with preserved T-cell- 
activating capacity. The circumvention of MHC class II binding of SEs by 

^ 3.QU to mAb suggests that n h m j r-11-1 il application 

as antitumor agents, taking advantage of extreme T-cell-activating potency of 
superantigens . 
CC 1-6 (Pharmacology) 

Section cross-reference ( s ) : 63 
ST bacterial enter antitumor 
targeting; T lymphocyte enterot j::in 
antitumor 
IT Lymphocyte 

(T-, enterotoxin A antibody conjugate activation 

of, major histocompatibility antigen class II expression and antitumor 

effects in colon carcinoma in relation to) 
IT Neoplasm inhibitors 

(carcinoma, enterotoxin A antibody cggj y ffftt'?® as > 

in colon, T-lymphocyte activation by) 
IT ~ \;;^5« 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(entero-, antibody gggj ^ gggg of staphylococcal, 
T-lymphocyte activation by and antitumor action of) 
IT Antigens 

RL: BIOL (Biological study) 

(histocompatibility, class II, of colon carcinoma, enterotoxin A 
g?^A^?g-¥ conjugate antitumor effects in relation to 
expression of) 
I T Ant ibodias 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(monoclonal, staphylococcal enterotoxin A >n j u g a s with, 

T-lymphocyte activation by and antitumor action of) 
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Crystal parameters and molecular replacement of an 
anticholera x peptidt 
complete 

Shoham, Menachem; Proctor, Peter; Hughes, Diane; 
Baldwin, Eric T. 

Sch. Med., Case West. Reserve Univ., Cleveland, OH, 
44106, USA 

Proteins: Structure, Function, and Genetics ( 
1333.), 11(3), 218-22 
CODEN: PSFGEY; ISSN: 0887-3585 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
ED Entered STN: 20 Mar 1992 

AB TE33 is a Fab fragment of a monoclonal antibody raised against a 15-residue 
?3), corresponding in sequence to residues 50-64 of the 
cholera toxin B subunit. Crystals of the complex between TE33 and CTP3 have 
been grown "from 20% (w/'v) polyethylene g Wool -800 0 at pH 4.0. The crystals 
are orthorhombic, space group P21212, with unit cell dimensions a = 104.15, b 
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= 110.61, and c = 40.68 A. X-ray data have been collected to a resolution o 
2.3 A. The asym. unit contains one mol . of Fab and one mol. of CTP3 . The 
presence of CTP3 has been demonstrated by fluorescence quenching of the 
dissolved crystal after x-ray data collection. A mol. replacement solution 
was found based on the - N "> N of DB3, an antiprogesterone Fab fragment. 

4-5 (Toxicology) 

antic 1 

structure 

Crystal structure 

(of cli l-i r- E - ubunit 15-amino acid-long 

••itlj monoclonal £:vt; ; -i; ; o;:iv tc 

cholera toxin B-subunit 15-amino acid-long peptide ) 

AiVC il . . : : ■ 

RL: BIOL (Biological study) 

(monoclonal, to chol-i i £- nl unit . . , 

ii l-i i B- nJ milt 

with, crystal structure and mol. replacement parameters of) 
89157-28-8D, with TE33 

RL: BIOL (Biological study) 

(crystal structure and mol. replacement parameters of) 
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1990:137344 HCAPL 
112:137344 
112:23221a, 23224a 

Human monoclonal anti-human immunodeficiency virus 
type 1 (anti-HIV-1) antibodigs 

Katinger, Hermann; Von Baehr, Ruediger; Jungbauer, 

Alois; Porstmann, Tomas; Steindl, Franz J.; Grunow, 

Roland; Buchacher, Andrea 

CL Pharma A.-G., Austria 

PCT Int. Appl., 35 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 8904370 Al 
W: JP, US 
RW: AT, BE, CH, DE, 



19890518 WO 1988-EP1072 



19881114 <- 



EP 355140 
EP 355140 
R: AT, 



JP 02502251 
AT 135743 
US 5831034 
US 5753503 
PRIORITY APPLN. INFO.: 



GB, IT, LU, NL, SE 

19900228 EP 1989-900809 
Bl 19960320 
CH, DE, FR, GB, IT, LI, LU, NL, SE 

JP 1989-500718 



19900726 JP 1989-500718 19881114 

19960415 AT 1989-900809 19881114 

19981103 US 1994-293842 19940822 

19980519 US 1994-347966 19941201 

US 1987-120489 A 19871113 

WO 1988-EP1072 W 19881114 

US 1990-583505 Bl 19900917 

US 1991-693730 Bl 19910430 

US 1993-97170 Bl 19930723 

US 1993-105360 Bl 19930810 

Entered STN: 13 Apr 1990 
H u m a n mono c Ion a 1 
HIV-1 and to HIV-'""""" 
HIV-1 infection. The monoclonal \ ^ ere prepared by fusing peripheral 



which bind to envelope and/or core proteins of 
infected cells are produced and used to detect or treat 
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blood lymphocytes from HIV-1 serum-pos. donors with HAT (hypoxanthine- 
aminopterin-thymidine) - sensitive fusion cells in the presence of 1500 and 

DMSO. Hybrid cells were cloned, screened, etc. When monoclonal oi 

to the ricin A chain, the immunotoxin specifically 
killed HIV-1 -infected H9 cells with a TCID50 (tissue culture ID of conjugate 
giving 50% of untreated control protein synthesis) <10 nM. 3D6 is c< 
to peroxidase and used in a competitive EIA to detect HIV-1 in blood serum. 
IC ICM C12P021-00 

ICS A61K039-42; G01N033-569 
CC 15-3 ( Immunochemistry ) 

Section cross-reference ( s ) : 1, 9 
ST human mono 1; immunodeficiency virus human 

monoclonal j-^t^edg; immunotoxin human immunodeficiency virus 

"! v v v 1 11111 

IT X (. - 

RL: BIOL (Biological study) 

(A chain of, £52™vlH2Si£S with human monoclonal 
*w to human immunodeficiency virus type 1) 

IT Cytotoxic agents 

( v v _ o.*. - with human monoclonal antibodv; to human 
immunodeficiency virus type 1) 
IT Animal tissue culture 
Blood analysis 

(human immunodeficiency virus type 1 detection in, human monoclonal 

/ foi) 

IT Immunodeficiency 

(acquired immune deficiency syndrome, human immunodeficiency virus type 

1 detection in blood serum by competitive EIA using peroxidase-human 

monoclonal in relation to) 

IT Proteins, specific or class 
RL: BIOL (Biological study) 

(core, of human immunodeficiency virus type 1, human monoclonal 

ilLv.A52.lZ t ° ) 
IT Toxins 

RL: BIOL (Biological study) 

(cyto-, oon^uastes with human monoclonal antibody 
to human immunodeficiency virus type 1) 
IT Toxins 

RL: BIOL (Biological study) 

(diphtheria, A chain of, s£ElB2£j with human monoclonal 
bodj£ to human immunodeficiency virus type 1) 
IT Animal cell 

(disease, infection, with human immunodeficiency virus type 1, 
detection and treatment of, with human monoclonal o s ^ ) 

IT Proteins, specific or class 
RL: BIOL (Biological study) 

(envelope, of human immunodeficiency virus type 1, human monoclonal 

v vv - tO) 

IT Glycoproteins, specific or class 
RL: BIOL (Biological study) 

(gpl20, of human immunodeficiency virus type 1, human monoclonal 
~ N \^ t o ) 

IT Glycoproteins, specific or class 
RL: BIOL (Biological study) 

(gpl60, of human immunodeficiency virus type 1, human monoclonal 
X to) 

IT Glycoproteins, specific or class 
RL: BIOL (Biological study) 

(gp41, of human immunodeficiency virus type 1, human monoclonal 
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antibody to) 
rus, animal 

(human immunodeficiency 1, human monoclonal ^^xo* to) 

Kins 

: BIOL (Biological study) 
(immuno-, human monocl human 
immunodeficiency virus type 1 in) 



RL: BIOL (Biological study) 

(monoclonal, to human immunodeficiency virus type 1, human) 
IT Antibodies 

RL: BIOL (Biological study) 

(monoclonal, neutralizing, to human immunodeficiency virus type 1, 

human ) 

IT Proteins, specific or class 
RL: BIOL (Biological study) 

(p24, of human immunodeficiency virus type 1, human monoclonal 
antibody to) 
IT Proteins, specific or class 
RL: BIOL (Biological study) 

(p55, of human immunodeficiency virus type 1, human monoclonal 
to) 

IT Proteins, specific or class 
RL: BIOL (Biological study) 

(p65, of human immunodeficiency virus type 1, human monoclonal 
.:• nobody to) 
IT 125988-68-3 125988-69-4 

RL: BIOL (Biological study) 

(human monoclonal antibody 3D6 to human immunodeficiency 
virus type 1 binding to) 
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1990:112047 HCAPLUS Full-text 

112:112047 

112 : 18794h, 18795a 

Protein crosslinking reagents cleavable within 

acidified intracellular vesicles 

Neville, D. M. ; Srinivasachar , K. 

National Institutes of Health, USA 

U. S. Pat. Appl., 54 pp. Avail. NTIS Order No. 

PAT-APPL-6-204 163. 

CODEN: XAXXAV 

Patent 

English 



PATENT NO. 



US 5066490 
WO 8911867 

W: AU, JP 



19911119 
19891214 



APPLICATION NO. 
US 1988-204163 
WO 1989-US2349 



RW: AT, BE, CH, DE, FR, GB, IT, LU, NL, SE 



AU 8937684 
AU 620417 
EP 417188 



19900105 
19920220 
19910320 



AU 1989-37684 



EP 1989-906910 



R: AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE 



JP 03502098 
PRIORITY APPLN. I 



-506589 
-204163 



DATE 

19880601 
19890531 

19890531 

19890531 

19890531 
19880601 
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WO 1989-US2349 A 19890531 <— 

OTHER SOURCE(S): CASREACT 112:112047 

ED Entered STN: 31 Mar 1990 

GI 



r^NAOCR20AIT|j |^NAOCHMeOBC02lT] 

i r i s r 

O 0 

U Et 0 . . 0 Et I 



AB A biol. active substance (e.g. a cytotoxin, other drug, protein, enzyme, or 

nucleic acid) is delivered to cells (e.g. by receptor-mediated endocytosis) as 
<i ^ • igatjs (e.g. an immunotoxin or prodrug) which can be cleaved within the 
cells under acidic conditions (e.g. at pH 5.4 in vesicles). The bifunctional 
crosslinking agent used in preparation of the conjugate is a ketal I [A = 
bridge unit, preferably (CH2)n; n = 1-8; R = Cl-9 alkyl (preferably Me), 
(substituted) Ph] , an acetal II [A as defined above; B = A, C6H4(CH2)n], or an 
ortho ester III (A as above) . These crosslinking agents can also be used to 
couple proteins reversibly to matrixes for synthetic and chromatog. purposes. 
Thus, I (A = CH2CH2) (IV) was prepared by ketal exchange between N-(2- 
hydroxyethyl ) maleimide and 2 , 2-dimethoxypropane . A nicked diphtheria 
monomer was thiolated with iminothiolane and crosslinked to human T-cell 
surface antigen CD5 with IV. The toxicity of this conjugate toward target 
Jurkat cells was 50-fold greater than that of a similar conjugate prepared 
with a noncleavable crosslinker, bis (maleimidohexane ) . 

CC 1-2 (Pharmacology) 

Section cross-reference ( s ) : 28 

ST bifunctional crosslinker bioactive substance; ? 

i \ bifunctional crosslinker; ketal 

bifunctional crosslinker; acetal bifunctional crosslinker; ortho ester 
bifunctional crosslinker 
IT Cell membrane 

(antigen CD5 of, of T-lymphocyte, * \ Lbod to, 

.tii ytotoxins, preparation of, acici-hydrolyzable 
crosslinking agents for) 
IT iV > ' ies 

RL: SPN (Synthetic preparation); PREP (Preparation) 

I v v ; rth cytotoxin::., preparation of, acid-hydroly zable 

crosslinking agents for) 
IT Antigens 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(CD5, of T-lymphocyte cell membrane, ^t.i!25:2 5 to ' 

, preparation of, acid-hydrolyzable 

crosslinking agents for) 
IT Lymphocyte 

(T-, antigen CD5 of cell membrane of, o'. hv^m to, 
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conjugates with cytotoxins, preparation of, acid-hydrolyzable 
crosslinking agents for) 
Fetuins 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(asialo-, . s N ■> ; _ + s N =:, with ricin, acid-hydrolyzable 

crosslinking agents for preparation of and immunotoxin inhibition by) 

:.c i 

RL: SPN (Synthetic preparation); PREP (Preparation) 

( , iHj , i i-paration of, 

acid-hydrolyzable crosslinking-agents for) 
Transferrins 

RL: RCT (Reactant); RACT (Reactant or reagent) 

j Mi i lulling agent::., intracellular 
acid-hydrolysis of) 
Toxins 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(diphtheria, 1 conj u gates , preparation of, 

acid-hydrolyzable-crosslinking agents for) 

Toxins 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(immuno-, preparation of, acid-hydrolyzable crosslinking agents for) 
.- Ay ethylene gl ycol 
RL: BIOL (Biological study) 

(activation and reaction with cysteamine and acid-hydrolyzable 

crosslinking agent, for \; ^ t with protein) 
4472-81-5, 1, 3-Dithiolan-2-imine 
RL: BIOL (Biological study) 

(protein thiolation with, for conjugation with 

acid-hydrolyzable crosslinking agent) 
16904-32-8 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with PEG and acid-hydrolyzable crosslinking 

agent, for conjugation with protein) 
9004-74-4 , Mgnomethg^ glycol 
RL: BIOL (Biological study) 

(activation and reaction with cysteamine and acid-hydrolyzable 

crosslinking agent, for \; > ; t xo * with protein) 
9004-74-4 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-methyl-co-hydroxy- (CA INDEX NAME) 



0 ^ CH2 — CH2 — 0 ^ C H 3 
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JP 1989-145994 
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DATE 

19890606 



19890605 
19890606 
19890606 

19890606 
19890606 
19890606 
19890607 

19890607 
19910426 ■ 
A 19880607 ■ 
A 19880607 ■ 
A3 19890605 ■ 
A 19890606 ■ 



OTHER SOURCE (S) : 



MARPAT 112:231950 



Entered STN: 23 Jun 1990 



H02CH9C CH2CO?H 

"-NCH2CH2NCH2CH2N-- 
H0 2 CH 2 C^ fcH 2 C0 2 H ^ CH 2CONH(CH 2 )nNH 2 

H02CH2C CH2CO2H 
„0 2 C„ 2 C=» C « C »^-^»f=CK 2 CO„KC n „ 2nK K i n 

H02CH2C CH2C02H 

^NCH2CH2NCH2CH2N-~ 
H0 2 CH 2 C- i H2 C0 2 H " CH 2CONHC n H 2n NHA B ^ 



AB DTPA derivs. H02CCH2N (CH2C02H) (CH2 ) 2N (CH2C02H) (CH2 ) 2N (CH2C02H) CH2CONH (CH2 ) 
nNH3 (I; n = 3-10), H02CCH2N (CH2C02H) (CH2 ) 2N (CH2C02H ) (CH2 ) 2N (CH2C02H ) CH2CO 
NHCnH2nNHA (II; n = 2-10; A = monovalent group formed by reacting 1 of the 2 
reactive groups of a crosslinking reagent) and physiol. acceptable salts 
thereof, and II (n = 2- 10; A = A'B; A 1 = bivalent ■* - ; group formed by 

reacting both reactive groups of a crosslinking reagent; B = vv; vX v j;t uis^ 
residue) (III) and physiol. acceptable salts thereof, are provided, as are III 
labeled with a radioactive metal. The radioactive of III are 

useful as diagnostic and therapeutic agents. Thus, DTPA mono (6- 
aminohexyl ) amide (preparation given) was reacted with 3,3'- 
dithiobis ( sulf osuccinimidylpropranoate) and the product was N ^ t0 

bovine IgG; th- ; -as further reacted with HlInC13. Biodistribution 

of the prepared complex in rats was determined 
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ICM C07C103-50 

ICS C07D207-48; A61K049-02 

8-9 (Radiation Biochemistry) 

Section cross-reference ( s ) : 23, 78 

DTPA deriv radioactive metal oo£|&l?.\™ prepn; scintigraphy agent 
prepn DTPA deriv; radiotherapy DTPA deriv prepn 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(DTPA reaction products, for scintigraphic and radiotherapeutic agent 

preparation) 
Myosins 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(myocardial, monoclonal ant ibody fragment to, 

i:ov;;;:.;o :;v. -■;=!; . . ?A derivs., for scintigraphic and 

radiotherapeutic agents preparation) 
Heart, composition 

(myosin of, monoclonal antibody fragment to, 

conjugates with DTPA derivs., for scintigraphic and 

radiotherapeutic agents preparation) 
Hormones 

RL: SPN (Synthetic preparation); PREP (Preparation) 

1 ' " ' DTPA reaction products, for scintigraphic and 

radiotherapeutic agent preparation) 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(G, N , with DTPA derivs., in scintigraphic and 

radiotherapeutic agents preparation) 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(monoclonal, fragment, to myocardial myosin, \; ; with 

DTPA derivs., for scintigraphic and radiotherapeutic agents preparation) 

Antibiotics 

v ' DTPA reaction products, for scintigraphic and 
radiotherapeutic agent preparation) 
Enzymes 

Glycoproteins, specific or class 

Lipoproteins 

fcs, compounds 
Proteins, specific or class 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(reaction products, with DTPA derivative, for scintigraphic and 
radiotherapeutic agents preparation) 
10098-91-6D, Yttrium-90, DTPA derivative omplexe 14378-26-8D, 
Rhenium-188, DTPA derivative completes 14998-63-1D, Rhenium-186, 
DTPA derivati - L 1 1 i-lD, Lead-212, DTPA derivative 

- ^v^s. 15229-37-5D, Bismuth-211, DTPA derivative 
)-4D, Samarium-153, DTPA derivative 



RL: BIOL (Biological study) 

(for radiotherapeutic agents) 
14119-09-6D, Gallium-67, DTPA derivative cots^lexeg 14276-53-0D, 
Copper-62, DTPA derivative piex 148 -2 I-9D, Zinc-62, DTPA 

derivative cossg s lb/bO-lb-9D, Indium-Ill, DTPA derivative 
comp_i8x®s lb/b/-14-9D, Gallium-68, DTPA derivative com^l^BB 
RL: BIOL (Biological study) 

(for scintigraphic agents) 
14133-76-7D, Technetium-99, DTPA derivative complexes 
RL: BIOL (Biological study) 

(metastable, for scintigraphic agents) 
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IT 127346-49-ODP, IgG conjugates , indium-Ill coa ftlexeg 

I2?34;v -3DP, IgG and anti-myocardial myosin monoclonal 
, indium-Ill 

• .•• 1 J: "■■ 3 <i 6 - 5 1 ■■ 4 DP , an t i -my o c ar d i a 1 myosin 

rnonocl 

i t i -m ardial myosin monoclonal 
127346-53-6P 

RL : SPN (Synthetic preparation); PREP (Preparation) 

(preparation of, in scintigraphic and radiotherapeutic agent preparation) 
IT , I jh and anti-myocardial myosin monoclonal 

o . • ■ . y y y ■ : y f r a j m - 1 1 1 y : • . ■ . ^ _ :. ■ a aye.? , indium-Ill 

, iiitr-ny ir Iral myosin 
monoclonal antibody fragment conjugates 
.^■?.?..4.^~52~5DP , anti-myocardial myosin monoclonal 
f r a fiu-nt : • 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of, in scintigraphic and radiotherapeutic agent preparation) 
RN 127346-50-3 HCAPLUS 

CN 24, 25-Dithia-3, 6, 9, 12, 19-pentaazanonacosanoic acid, 3,6,9- 

tris (carboxymethyl) -29- [ (2, 5-dioxo-3-sulf o-l-pyrrolidinyl ) oxy ] -11, 20, 29- 
trioxo- (9CI) (CA INDEX NAME) 



PAGE 1-A 

O 0 0 CH2— C02H 
O— 'c— (CH2) 3— S— S— (CH2) 3— 'c— NH— ( CH2 ) 6 — N H — C — C H 2 — ll — C H 2 




PAGE 1-B 



CH 2 — C 0 2 H C H 2 — CO 2 H 
CH2 — CH2— lj— CH2 — CO: 



RN 127346-51-4 HCAPLUS 

CN 20, 21-Dithia-3, 6, 9, 12, 15-pentaazapentacosanoic acid, 3,6,9- 

tris (carboxymethyl) -25- [ (2, 5-dioxo-3-sulf o-l-pyrrolidinyl ) oxy] -11, 16, 25- 
trioxo- (9CI) (CA INDEX NAME) 



PAGE 1-A 

O OO CH2 

O— 'c— (CH2) 3— S— S— (CH2) 3— 'c— NH— CH2 — CH2— NH— 'c— CH2 — A 
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C02H CH2 — C02H C H 2 — CO 2 H 

CH2— CH2— i— CH2— CH2— 1— CH2 — C0 2H 



RN 127346-52-5 HCAPLUS 

CN 21, 22-Dithia-3, 6, 9, 12, 16-pentaazahexacosanoic acid, 3,6,9- 

tris (carboxymethyl) -26- [ (2, 5-dioxo-3-sulf o-l-pyrrolidinyl ) oxy] -11, 17, 26- 
trioxo- (9CI) (CA INDEX NAME ) 



PAGE 1-A 

O 0 0 CH2— C02H 
O— 'c— (CH2) 3— S— S— (CH2) 3— 'c— NH— ( CH2 ) 3 — N H — C — C H 2 — ij — C H 2 




PAGE 1-B 

CH 2 — C 0 2 H C H 2 — CO 2 H 
CH2 — I— CH2 — CH2— lj— CH2 — C02H 
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Detection of immune v^o^ 5 : a simple 
assay based on characterization of the in vivo bound 
Clq (£§G-Clq immunodiffusion test) 
Grangeot-Keros, Liliane; Segond, P.; Capel, F . ; 
Iscaki, S.; Pillot, J. 
Hop. Antoine Beclere, Clamart, Fr . 

Journal of Immunoloji il lleth 1 ( ), 

23(3-4), 349-62 

CODEN: JIMMBG; ISSN: 0022-1759 
Journal 
English 
12 May 19 8 4 

lique for detecting circulating immune c< (IC) was 



developed with an exptl. model consisting of tetanus toxoid-human antitoxin 
\ \ Detection of circulating IC is a 2-step process. First, IC are 

precipitated by ;U : ;) at a final concentration of 

2.5%. Then, IC are characterized by complement Clq bound in vivo as shown by 
gel double diffusion with an anti-Clq serum. When compared to the 
radiolabeled Iq - t, the technique described here is simpler though 

giving similar results. The anal, study of precipitated IC shows the constant 
presence of IgG, IgM, Clq, and rheumatoid factor activity. 
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CC 15-1 ( Immunochemistry ) 

ST immune o v ^ \ assay blood complement; antitoxin toxin 
detection blood 

IT .;}.;::..;,....;. ; -}.:..^ 

Rl7™PROC™7p r o c e s s ) 

(- , 1-t-ction of, in blood serum) 

IT Blood analysis 

(antitc -ction in, complement 

in) 

IT Complement 

(Clq, in ant 
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2007:35870 USPATFULL 
Anti-CCR5 antibody 

Olson, WillianTcTr Ossining, NY, UNITED STATES 
Maddon, Paul J., Scarsdale, NY, UNITED STATES 
Tsurushita, Naoya, Palo Alto, CA, UNITED STATES 
Hinton, Paul R., Sunnyvale, CA, UNITED STATES 
Vasquez, Maximillano, Palo Alto, CA, UNITED STATES 
Progenies Pharmaceuticals Inc. (U.S. corporation) 
Protein Design Labs, Inc. (U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



NUMBER 



KIND 



DATE 



US 2007031408 Al 20070208 

US 2006-581945 Al 20061016 (11) 

Continuation of Ser . No. US 2003-371483, filed on 21 

Feb 2003, GRANTED, Pat. No. US 7122185 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
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US 2002-358886P 20020222 (60) <— 

Utility 

APPLICATION 

Cooper & Dunham LLP, 1185 Avenue Of the Americas, New 
York, NY, 10036, US 

33 

1-73 



23 Drawing Page(s) 
2381 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention is directed an anti-CCR5 antibody which comprises (i) two 

light chains, each light chain comprising the expression product of a 
plasmid designated pVK : HuPROl 40-VK (ATCC Deposit Designation PTA-4097), and 
(ii) two heavy chains, each heavy chain comprising an expression product of 
either a plasmid designated pVgl :HuPRO140 HG2-VH (ATCC Deposit Designation 
PTA-4098) or a plasmic designated pVgl :HuPRO140 (mutB+D+I ) -VH (ATCC Deposit 
Designation PTA-4099) or a fragment thereof which binds to CCR5 on the 
surface of a human cell. 

IT " ^ oo v, Polyethylene glycol, £r;^M'£Z 

::• :>r:;p.:--:;.:: v.a-.i 
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L147 ANSWER 37 OF 84 USPATFULL on STN 



ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 



PATENT ASSIGNEE (S) : 



2006:261131 USPATFULL Full-text 
Humanized anti-Lymphotoxin beta receptor 
antitx ^ 11 ^ 

GTrber7~~Ellen, Cambridge, MA, UNITED STATES 
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. WO 2003-US20762, filed on : 
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Utility 
APPLICATION 

LAHIVE & COCKFIELD, 28 STATE STREET, BOSTON, MA, 02109, 

US 

32 



6 Drawing Page(s) 

2b97 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention concerns humanized antibodies specific for the lymphotoxin 

beta receptor (LT-0-R) , cell lines that produce these antibodies, 
immunochemicals made from the antibodies, and diagnostic methods that use 
the antibodies. The invention also relates to the use of the antibodies 
alone or in combination with chemotherapeutic agent (s) in therapeutic 
methods . 

IT 25322-68-30 , Polyethylene glycol, 

humanized anti-lymphotoxin P recepto. 

(humanized antibodies derived from mouse monoclonal 
anti-lymphotoxin p r 1 for cancer 

diagnosis and therapy) 

RN 2b322-68-3 USPATFULL 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 
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US 2006-392652P 

US 2002-408739P 

Utility 

APPLICATION 
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(60) 
20020906 (60) 



1 DNA WAY, SOUTH SAN FRANCISCO, CA, 



36 Drawing Page(s) 

4380 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions for use in modulating the activity (s) of WISP-1 

polypeptide are provided. WISP-1 antagonists include anti-WISP-1 antibodies, 
WISP-1 immunoadhesins and WISP-1 variants (and fusion proteins thereof) 
which inhibit or neutralize induction or secretion of HAS 2 , HA, CD44 or 
RHAMM by native human WISP-1 polypeptide in at least one type of mammalian 
cell. The invention also provides methods for in vitro, in situ, and/or in 
vivo diagnosis and/or treatment of mammalian cells or pathological 
conditions associated with native WISP-1 polypeptides. 

IT 25322-68-3D , Polyethylene glycol, conjugates w i t h 
WISP-1 protein 

(in cancer treatment; methods and compns. for modulating and detecting 
WISP activity and related cancer therapy and diagnosis) 
RN 25322-68-3 USPATFULL 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



CH2— CH2 — 0 ^ H 
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20020906 (60) 
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27 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions for use in modulating the activity (s) of WISP-1 

polypeptide are pronided. WISP-1 antagonists inlcude anti-WISP-1 antiboties, 
WISP-1 immunoadhesins and WISP-1 variants (and fusion proteins thereof) 
which inhibit or neutralize induction or secretion of IIAS2, IIA, CD4 or 
RIIAMM by native human WISP-1 polypeptide in at least one type of cells or 
pathological conditions associated with native WISP-1 polypeptides. 

IT Polyethylene glycol, conj u gates with 

WISP-1 protein 

(in cancer treatment; antagonists of WISP-1 activity for use in 

treatment of cancer) 
RN 25322-68-3 USPATFULL 
CN Poly (oxy-1, 2-ethanediyl) , 



a-hydro-co-hydroxy- (CA INDEX NAME) 



-CH2— CH2 — O. 
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1-168 

29 Drawing Page(s) 
6917 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel methods of treating or diagnosing 

a hyperprolif erative disease or disorder in an patient, where the methods 
include administrating to the patient a binding molecule which binds to a 
cell surface-expressed glycoprotein expressed predominantly in tumor or 
tumor-associated cells. In particular, the therapeutic and diagnostic 
methods of the present invention include the use of a binding molecule, for 
example an antibody or immunospecif ic fragment thereof, which specifically 
binds to the human LRRC15 protein. The present invention further provides a 
method of isolating and identifying cell surface expressed glycoproteins 
expressed in tumor or tumor associated tissues, where the method includes 
isolating desired glycoproteins via their affinity for specific lectins. 

IT 25322 ;;6S;;;3 , Polyethylene glycol 

(£»ti -human LRRC15 protein antibodies and LRRC15 

fusion proteins for diagnosis and treatment of hyperprolif erative and 
inflammatory diseases) 
RN 25322-68-3 USPATFULL 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



.0 ^ H 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to blocking the activity of IL-20 polypeptide 

molecules. IL-20 is a cytokine that is involved in inflammatory processes 
and human disease. IL-2 0RA/ IL-2 ORB is a common receptor for IL-20. The 
present invention includes anti-IL-20 antibodies and binding partners, as 
well as methods for antagonizing IL-20 using such antibodies and binding 
partners . 

IT 2 5322,-g9-3D > Polyethylene glycol, £££i«£^i£ with 
L.L.1." ^ or receptor 

(anti-IL-20 neutralizing ggfeibodies and antagonistic IL-20 
receptor fragments for treating acute and chronic inflammation) 
RN 25322-68-3 USPATFULL 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are compositions that include anti-CD74 immunocon jugates and a 

therapeutic and/or diagnostic agent. Also disclosed are methods for 
preparing the immunocon jugates and using the immunocon jugates in diagnost 
and therapeutic procedures. The compositions may be part of a kit for 
administering the anti-CD74 immunocon jugates compositions in therapeutic 
and/or diagnostic methods. 

IT , Polyethyleneglycol 

(lipid ix i^J^sAj to anti-CD74 binding mol. comprising; 

anti-CD74 immunocon jugates and their therapeutic and diagnostic uses) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are surprising discoveries concerning the role of anionic 

phospholipids and aminophospholipids in tumor vasculature and in viral entry 
and spread, and compositions and methods for utilizing these findings in the 
treatment of cancer and viral infections. Also disclosed are advantageous 
antibody, immunocon jugate and duramycin-based compositions and combinations 
that bind and inhibit anionic phospholipids and aminophospholipids, for use 
in the safe and effective treatment of cancer, viral infections and related 
diseases . 

IT , Polyethylene glycol, " ^ _ _ 

LilciciiiL^t specifically bind to anionic phospholipids and/or 

aminophospholipids v rj jated with duramycin peptide for 

treating viral infections and cancer) 
RN 25322-68-3 USPATFULL 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



HO ^ CH2- 



L147 ANSWER 44 OF 84 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



USPATFULL on STN 

2004:220853 USPATFULL Full-t ext 

Selected antibody compositions for binding to 

aminophospholipids 

Thorpe, Philip E., Dallas, TX, UNITED STATES 
Ran, Sophia, Riverton, IL, UNITED STATES 



NUMBER 



KIND DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 



US 2004170620 
US 2003-621269 



20040902 
20030715 (10) 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 2002-396263P 
Utility 
APPLICATION 
Shelley P.M. 
Suite 1100, 



20020715 (60) 



92 



Fussey, Williams, Morgan & Amerson, P.C. 
10333 Richmond, Houston, TX, 77042 



53 Drawing Page(s) 
13072 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are surprising discoveries concerning the role of anionic 

phospholipids and aminophospholipids in tumor vasculature and in viral entry 
and spread, and compositions and methods for utilizing these findings in the 
treatment of cancer and viral infections. Also disclosed are advantageous 
antibody, immunocon jugate and duramycin-based compositions and combinations 
that bind and inhibit anionic phospholipids and aminophospholipids, for use 
in the safe and effective treatment of cancer, viral infections and related 
diseases . 

IT 2S322-68-3D , Polyethylene glycol, co:v; ■.yg-&t<gS 

'.§i\LiS£>i-Hv.f specifically bind to anionic phospholipids and/or 
aminophospholipids Ojr with duramycin peptide for 

treating viral infections and cancer) 
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ICO: 
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BASIC ABSTRACT: 

WO 2005047336 Al 
NOVELTY - Prote 
physiologically active 
Fc fragment is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS . 

(A) a method for preparing the protein con 

(B) a pharmaceutical composition for enhanc 
stability of a physiologically active s 

1 a pharmaceutical carrier. 
USE - The protein conjugate is useful for 



UPAB: 20051222 
conjugate compris 
! olypeptide, a non- 



ng covalently 



formulations of various 



da polymer and immunoglobulin 

also included for: 
ate; and 

j in vivo duration and 
; comprising the protein 

developing long-acting 



; drugs. The protein : 



: and 



composition are useful for enhancing in vivo duration and stability of a 

physiologically a c t i - ^...^L^lLlxkL. 

ADVANTAGE - The enhanced serum stability 

without reducing the in vivo activity of the bound \ •■ 

Fab ' -11- subjected to pharmacokinetic analysis 

using Fab' as a control by subcutaneous injection into rats at 100 microg/kg and 
blood samples taken at 1, 6, 12, 24, 30, 48, 72, 96, 120, 240 and 288 hours 
examined by ELISA for serum protein levels. By 240 hours, serum protein 
concentration of unconjugated Fab' had fallen below 1 ng/ml compared with 100 ng/ml 
for the complex . 

MANUAL CODE: CPI : A12-V01; B04-C01H; B04-C02; B04-C03; B04-G01; 

B04-G21; B04-G22; B04-H02; B04-H04; B04-H05; B04-H05A; 
B04-H06; B04-H07; B04-H08; B04-H11; B04-H13; B04-H19; 
B04-J03A; B04-J03B; B04-J04; B04-J05D; B04-J05F; 
B04-J05H; B04-J06; B04-J07; B04-J09; B04-J10; B04-J13; 
B04-J18; B04-K01; B04-L01; B04-L04C; B04-L05A; B04-N02; 
B04-N05; B12-M10A5; B14-S15; D05-H11 
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BIOTECHNOLOGY - Preferred Protein Conjugate ; The non- 

Las polymer is covalently -ia a reactive 

group at its both ends to the physiologically active ^ 
and the immunoglobulin Fc fragment, where one or i 
of the physiologically act the non- 

I l^m-r ar- covalently t i , ingle 

molecule of the immunoglobulin Fc fragment. The immunoglobulin Fc fragment 
is preferably non-o ^ ' 1 ^ and composed of 1-4 domains, e.g. 
CHI, CH2, CH3, and CH4 domains, where the immunoglobulin Fc fragment 
further includes a hinge region. The immunoglobulin Fc fragment is an Fc 
fragment from IgG, IgA, IgD, IgE, IgM, or their combinations and hybrids, 
where the immunoglobulin Fc fragment is an Fc fragment from IgGl, IgG2, 
IgG3, IgGl, or their combinations and hybrids, particularly an IgGl Fc 
fragment and specifically a human c?*\ * * ^ " IgGl Fc 

fragment. The reactive group of the ncr.- t-'-.-.g-t id© polymer is an 
aldehyde group, a propionaldehyde group, a butylaldehyde group, a 
maleimide group or a succinimide derivative, where the succinimide 
derivative is succinimidyl propionate, succinimidyl carboxymethyl , hydroxy 
succinimidyl or succinimidyl carbonate, where the non- 
polymer has a reactive aldehyde group as a reactive group at its both 
ends. The non- peptidfe polymer is .l^i^SS! at each end to 

a free reactive group at an amino terminal end, lysine residue, histidine 
residue or cysteine residue of the immunoglobulin Fc fragment and the 
physiologically i I- i - 11 
polymer is selected from goj-^gthY_-gHg g l ycol single 

polymers, polypropylene glycol single polymers, ethylene glycol-propylene 
glycol copolymers, polyoxyethylated polyols, polyvinyl alcohols, 
polysaccharides, dextrans, polyvinylethyl ethers, biodegradable polymers, 
lipid polymers, chitins and/or hyaluronic acids, particularly 

Preferred Active gg^Y P g pt 4:^? ; The physiologically active 
is selected from hormones, cytokines, enzymes, 

l factors, transcription regulatory factors, 
coagulation factors, vaccines, structural proteins, ligand proteins or 
receptors, especially human growth hormone, growth hormone releasing 
hormone, growth hormone releasing pe ptide , interferons, 
interferon receptors, colony stimulating factors, glucagon-like, 
G-protein-coupled receptor, interleukins , interleukin receptors, enzymes, 
interieukin [i t-m , cytokin- .........I 1 .'. J 

proteins, macrophage activating factor, macrophage v\ \di\ B 
cell factor, T cell factor, protein A, allergy inhibitor, cell necrosis 
glycoproteins, immunotoxin, lymphotoxin, tumor necrosis factor, tumor 
suppressors, metastasis growth factor, alpha-1 antitrypsin, albumin, 
alpha-lactalbumin, apolipoprotein-E, erythropoietin, highly 

-i tin i ietin, mgi i ietins, hemoglobin, thrombin, 
thrombin receptor act ibomodulin, factor 

VII, factor Vila, factor VIII, factor IX, factor XIII, plasminogen 
activating factor, -, 

streptokinase, hirudin, protein C, C-reactive protein, renin inhibitor, 
collagenase inhibitor, superoxide dismutase, leptin, platelet-derived 
growth factor, epithelial growth factor, epidermal growth factor, 
angiostatin, angiotensin, bone growth factor, bone stimulating protein, 
calcitonin, insulin, atriopeptin, cartilage inducing factor, elcatonin, 
connective tissue factor, tissue factor pathway inhibitor, activating 
follicle stimulating hormone, luteinizing hormone, luteinizing hormone 
releasing hormone, nerve growth factors, parathyroid hormone, relaxin, 
secretin, somatomedin, insulin-like growth factor, adrenocortical hormone, 
glucagon, cholecystokinin, pancreatic v , gastrin 

releasing £S|it j.Sl® ' corticotropin releasing factor, thyroid 
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stimulating hormone, autotaxin, lactoferrin, myostatin, receptors, 
receptor antagonists, cell Surface antigens, virus derived vaccine 
antigens, monoclonal polyclonal «j 

, or v v fragments. The physiologically active 

preferably human growth hormone, 
interf eron-alpha, granulocyte colony stimulating factor, erythropoietin or 
a F iL ' ti till — in . 

Preparation: Claimed preparation of the protein ^ >. 

comprises : 

(a) covalentl one or more non- peptid<s 

polymers having a reactive group at its both ends, one or more 
physiologicall 1 one or more 

immunoglobulin Fc fragments; and 

(b) isolating the protein *. - j * essentially comprising the 
covalently i is;, j- :• ;.. • ' oiogically active gol^p^ti^g » 

mom pept :;.••:;<•: polymer and immunoglobulin Fc fragment. 
Step (a) comprises: 

(1) covalently i s N an immunoglobulin Fc fragment or 
physiologicall end of an activated 
non-v x v i polymer; 

(2) isolntin | m i l i inq the immunoglobulin Fc 
fragment or physiologically active polypeptide linkad 

to the non- ; v^ \^ polymer from a resulting reaction mixture; 
and 

(3) covalently ;jki c an immunoglobulin Fc fragment or 
physiologically active polypeptide to the other end of the non- 

lymer of the isolated cc^glex to provide a 
protein conjugate comprising the immunoglobulin Fc fragment and 
the physiologically active polypeptide , which are linked, 
to each end of the non- peptide polymer. 

In step (1), the physiologically active gg^g g ptide and the non- 

! lymer are used at a reaction molar ratio of 1:1.25 to 
1:5, particularly with immunoglobulin Fc fragment and the non- 
peptada polymer used at a reaction molar ratio of 1:5 to 1:10. In 
step (3), the Jvg^ obtained in step (2) and the 
immunoglobulin Fc fragment or physiologically active g > y p g ptid 
are used at a reaction molar ratio of 1:0.5 to 1:20. Steps (1) and (3) are 
carried out in the presence of a reducing agent, e.g. sodium 
cyanoborohydride (NaCNBH3), sodium borohydride, dimethylamine borate or 
pyridine borate. 

EXAMPLE - The E. coli transformant BL21/ poDLHF expressing the anti-tumor 
necrosis factor-alpha Fab' was inoculated into a fermenter and cultured at 
30 degrees C and 500 rpm in medium supplemented with glucose and yeast 
extracts. When the culture reached an OD600 value of 80-100, IPTG was 
added as inducer to induce protein expression and further cultured for 
40-45 hours to give OD600 value of 120-140. The fermentation fluid was 
centrifuged at 20000g for 30 minutes and the supernatant collected and 
purified by column chromatography to give highly pure anti-tumor necrosis 
factor-alpha Fab' fractions. - Of these fractions, 40 mg was dissolved in 
100 nM sodium phosphate buffer (pH 6.0) to give a concentration of 5 mg/ml 
and mixed with butyl ALD-PEG-butyl ALD (3.4 kDa) at a Fab ' : PEG molar ratio 
of 1:5 with NaCNBH3 (20 raM) added as reducing agent. The mixture was 
reacted with gentle agitation for 2 hours at 4 degrees C, then the 
reaction buffer exchanged for 20 mM sodium phosphate buffer at the same pH 
and the mixture purified on a polyCAT column to remove unreacted Fab' 
molecules. This purified complex was dissolved in 100 mM sodium phosphate 
buffer (pH 6.0) at 10 mg/ml and mixed with immunoglobulin Fc dissolved in 
the same buffer at complex :Fc ration of 1:5. The reaction mixture was 
concentrated to final protein concentration of 50 mg/ml and NaCNBH3 (20 
mM) added as reducing agent, then agitated gently at 4 degrees C for 24 
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hours. - The reaction was loaded onto a Superdex 200 column and 
equilibrated and then eluted with 10 mM sodium phosphate buffer to give 
pure Fab' -N-PEG-N-Fc complex. 

AN.S DCR-9 06 8 8 

CN.P CHITIN 

CN. S N- [5- (3-Acetylamino-4, 5-dihydroxy-6-hydroxymethyl-tetrahydro-pyran-2- 

yloxy) -2- (5 -acetylamino-4 , 6-dihydroxy-2-hydroxymethyl-tetrahydro-pyran- 
yloxy) -4-hydroxy-6 -hydroxymethyl-tetrahydro-pyran-3-yl ] -acetamide 

SDCN R03233 




AN.S DCR-97115 

CN.P HYALURONIC-ACID 

SDCN R03231; R06437 



0 




AN.S DCR-184587 

CN.P ANTIBODIES SUBSTANCE DESCRIPTOR 
SDCN RA00C8 

NO STRUCTURE DIAGRAM AVAILABLE FOR THIS ACCESSION NUMBER 



L147 ANSWER 46 OF 84 WPIX COPYRIGHT 2008 THE THOMSON CORP on STN 

CROSS REFERENCE: 2004-707449 

DOC. NO. CPI: C2005-185031 [63] 

TITLE: Protein i.t& having a prolonged in vivo 

half-life and a low probability of inducing an immune 



10/565,331 



DERWENT CLASS: 
INVENTOR: 
PATENT ASSIGNEE: 

COUNTRY COUNT: 

PATENT INFORMATION: 



a physiologically active 
polymei 
noglobulin 



response, compr. 
gol^£g£fcid©, a 
linker , and an 
A96; BO 4; D16 
BAE S; KIM D; KIM Y; KWON S; LEE G; LIM C 
(BAES-I) BAE S; (KIMD-I) KIM D; (KIMY-I) KIM Y; 
KWON S; (LEEG-I) LEE G; (LIMC-I) LIM C 



PATENT NO KIND DATE WEEK LA PG 

US 20050176108 Al 20050811 (200563)* EN 24[! 
APPLICATION DETAILS: 



PATENT NO 



KIND 



US 20050176108 Al 



APPLICATION 



PRIORITY APPLN. INFO: KR 2003-36408 

KR 2003-15744 



20030605 
200 3( 
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INT. PATENT CLASSIF. 

IPC RECLASSIF. : 
USCLASS NCLM: 
NCLS: 
BASIC ABSTRACT: 

US 20050176108 Al UPAB: 20051223 

NOVELTY - A protein m l 1 1 111 ' 1 1 n _ 11 f 1 t-L-L active 

i n n- [ 1_ iu-1, and an immunoglobulin, which are 

covalentl^ to one another, and having a prolonged in vivo half-life of 

the physiologically active polypeptides , is new. 

DETAILED DESCRIPTION - Tn^EPENDENT CLAIMS are also included for: 

(1) a method for preparing the protein co^^jst.^; 

(2) a pharmaceutical composition having a prolonged half-life of a 
physiologically active poly pe ptide , which comprises the protein ! N ancl 
a pharmaceutical carrier; and 

(3) prolonging the in vivo half-life of a physiologically active 

i - ^ - ^ % comprising covalently linking a nor. vx?»y ; dic polymer having 
reactive groups at both ends with a physiologically active H>iZH£E^.iillu ancl an 
immunoglobulin . 

USE - The protein conjugate is useful for delivering a physiologically 
anced in vivo stability and prolonged half life in 
blood and with a low probability of inducing an immune response. 
ADVANTAGE - Chemical modification 
i Li i -dses the solubility of pe ptide drugs, and also increases serum 

stability, without inducing any immune response. However, there is a lowering in 
activity and production yield as the molecular weight of the PEG increases. The new 

an alternative way of increasing the serum stability of a 
£±LL^isi£ druc 3 with minimal reduction in the po3 yp-apt x<ie ' s activity. In 
pharmacokinetic analyses a human growth hormone (hGH) -PSG-IgG - of the 

invention had a half-life about 13 times longer than that of wild-type hGH, while 
an hGH-PEG and an hGH- PEG— album ir. e~sfcp r.ad half-lives 7 and 5 times longer than 
the wild-type. The conjugate of the invention showed a considerable increase in 
both mean residence time and serum half-life. MANUAL CODE: CPI: A10-E01; 

A12-V01; B04-C01; B04-C02; B04-C03; 

B04-G01; B04-H02; B04-H04; B04-H05; B04-H06; B04-H07; 
B04-H08; B04-H13; B04-H15; B04-H19; B04-J01; B04-J03; 
B04-J04; B04-J05; B04-J06; B04-J07; B04-J09; B04-J13; 
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BIOTECHNOLOGY - Preferred Protein 2 ; i^a : The non- 

dic polymer has two reactive groups at both ends, through 
which the polymer is covalently linked to the physiologically 

the immunoglobulin, where the 
immunoglobulin is covalentlx k o at least two 

of the physiologically active goiy|>agtide and 
the n on -pi?;: • . • > L_ ih-l . 

The immunoglobulin is (human) IgG, IgA, IgD, IgE, IgM or their mixture, 

preferably IgGl, IgG2, IgG3, IgG4 or their mixture. 

The reactive group of the n n-v- ■;■ polymer is aldehyde, 

propion aldehyde, maleimide or succinamide derivative. The succinamide 

derivative is succinimidyl propionate, succinimidyl carboxymethyl , hydroxy 

succinimidyl or succinimidyl carbonate, and the non-gej c 

polymer has aldehyde groups at both ends. The n on -gets; J 

polymer is covalentl its ends, the amino terminal, 

lysine residue, histidine residue or cysteine residue of the 

immunoglobulin and the amino terminal, lysine residue, histidine residue 

or cysteine residue of the physiologically active s ■> ^ *. ■> , 

respectively . The non- is poly (propylene 

glycol), ethylene glycol-propylene glycol copolymer, polyoxyethylated 

polyol, polyvinyl alcohol, polysaccharide, dextran, polyvinyl ethyl ether, 

poly ( lactic-glycolic acid), biodegradable polymer, lipid polymer, chitin, 

hyaluronic acids, or their mixture, preferably poly ( ethylene glycol). 

The physiologically active joolyg ptide is hormone, cytokine, 

enzyme, antibody, growth hormone, transcription regulatory 

factor, blood factor, vaccine, structure protein, ligand protein or 

receptor. The physiologically active polypeptide is human growth 

hormone, growth hormone releasing hormone, growth hormone releasing 

peptide, interferons, colony stimulating factor, inter leukins , 

glucocerebrosidase, macrophage activating factor, macrophage 

11 factor, T cell factor, protein A, suppressive 
factor of allergy, cell necrosis glycoprotein, immunotoxin, lymphotoxin, 
tumor necrosis factor, tumor inhibitory factor, transforming growth 
factor, alpha-1 antitrypsin, albumin, apolipoprotein-E, erythropoietin, 
J Lropoietin, factor VII, factor VIII, 

factor IX, plasminogen activator, urokinase, streptokinase, protein C, 
C-reactive protein, renin inhibitor, collagenase inhibitor, superoxide 
dismutase, platelet derived growth factor, epidermal growth factor, 
osteogenic growth factor, osteogenesis stimulating protein, calcitonin, 
insulin, atriopeptin, cartilage inducing factor, connective tissue 
activator protein, follicle stimulating hormone, luteinizing hormone, FSH 
releasing hormone, nerve growth factor, parathyroid hormone, relaxin, 
secretin, somatomedin, insulin-like growth factor, adrenocorticotropic 
hormone, glucagon, cholecystokinin, pancreatic ^ L^£e£ v. , 
gastrin i phin releasing factor, 

thyroid stimulating hormone, monoclonal 

lives including (Fab)', (Fab) '2 
and scFv, and virus-derived vaccine antigen, preferably human growth 
hormone, interf eron-alpha, granulocyte colony stimulating factor or 
erythropoietin . 

Preparation (claimed) : Preparing the protein conjugate 
comprises : 

(a) covalently linking at least one physiologically active 
polypeptide, at least one immunoglobulin with at least one non- 
L:„LlL:,£L™ polymer having reactive groups at both ends; and 

(b) isolating a protein co^^HSS^S comprising essentially the 
active po lypfept ide , the immunoglobulin and the non- 

■ .-. • i olymer, which ar- ■ t ■ covalently. Step (a) 
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further comprises: 

(al) covalently coupling one end of the non-g^tidic; polymer 
with either an immunoglobulin or a physiologically active 
t".j:^:22:::::}± ' 

(a2) isolating from the resulting reaction mixture a ss v ^ 

comprising the non-;; . 1 lyrner coupled with the 

immunoglobulin or the physiologically 

(a3) covalently coupling the free end of 

polymer of the v s k> s \ with the immunoglobulin or 

physiologically active $ ^ i \ to produce a protein 

omprising the physiologically active 
»••>.'; yp-::p tide , the non-gegtxdic polymer and the 

immunoglobulin, which are covalently interlinked, where the molar ratio of 
the physiologically active £C 1 ggej- ; -- ide to the non- 

v. vt w polymer in step (al) is l:2.b-l:b, the molar ratio of the 
immunoglobulin to the non-;^\^' ^ * polymer in step (al) is 
l:b-l:10, and the molar ratio of the oomglex obtained in step 
(a2) to physiologically active polypeptide or immunoglobulin in 
step (a3) is 1:1-1:3. 

Steps (al) and (a3) are performed in the presence of a reducing agent, 
e.g. sodium cyanoborohydride, sodium borohydride, dimethylamine borate or 
pyridine borate. 

AN.S DCR-90688 

CN.P CHITIN 

CN. S N- [5- (3-Acetylamino-4, 5-dihydroxy-6-hydroxymethyl-tetrahydro-pyran-2- 

yloxy) -2- (5 -acetylamino-4 , 6-dihydroxy-2-hydroxymethyl-tetrahydro-pyran-3- 
yloxy) -4-hydroxy-6 -hydroxymethyl-tetrahydro-pyran-3-yl ] -acetamide 
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US 2005-506223 20050713 

INT. PATENT CLASSIF.: 

MAIN : A61I 038-1'/; ; " T nu -06 

SECONDARY: A61K038-08; A61K047-48; A61P035-00; C07K014-47; 

IPC ORIGINAL: A61K [N,S]; A61K0038-00 [I, A]; A61K0038-00 [I,C]; 
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IPC RECLASSIF . : ^ I s NN > - n ' [ I , A J ; 

[I,C] ; A61K0047-48 [I, A]; A61K0047-48 [ I , C J ; 
C07K0016-46 [I,A] ; C07K0016-46 [I,CJ; 
C07K0007-00 [I,C]; C07K0007-06 [I, A] 
ECLA: A61K0047-48R2F; A61K0047-48R4 

USCLASS NCLM: 530/402.000 
BASIC ABSTRACT: 

WO 2003074551 A2 UPAB : 20060203 
NOVELTY - ; juga !» compounds (I) and (II) containing cytotoxic or 
therapeutic agents, are new. 

DETAILED DESCRIPTION - Conj u gate compounds of formula X-O-CO-N ( (CH2 ) 2- 
R) -CH2-CO-NH-Y-Z-Q (I) and X-0-c"5-nT("cH2 ) 2-R) -CH2-CO-R3 (II) are new. 
X = a cytotoxic or therapeutic agent; 
n = 0-6; 

(CH2)n = alkyl, alkenyl, alkynyl, cyclic group, heterocyclyl , aromatic 
group or heteroaromatic group (all optionally substituted and/or branched); 
R = N(R1R2) , ORl or SRI; 
Rl, R2 = H or lower alkyl; 

Y = a hydrophilic spacer sequence or absent; 

Z = A-B'-C'-E-F' and is a linking pe ptide that preserves at least 50% 
of the biological activity of Q when bonded to Q at the N-terminus or at a 
compatible side-chain amino group of Q; 

Q = a targeting group or absent; 

A = D-Lys, D-Tyr, D-Ser or L-Ser, or absent; 

B' = D-Lys or D-Tyr or absent; 

C = Lys, Ser, hSer, Thr, Nle, Abu, Nva, (2, 3, or 4) 3-pyridyl-Ala 
(Pal), Orn, Dab, Dap, 4-NH2-Phe, D-4-OH-Pro or L-4-OH-Pro or absent; 

E = D-Lys, D- Tyr, D-Ser, D-4-OH-Pro, L-4-OH-Pro, 3-iodo-D-Tyr , 3-5 
diiodo-D-Tyr, 3-astatine-D-Tyr , 3-5 astatine-D-Tyr , 3-bromo-D-Tyr , 3-5 
dibromo-D- Tyr, D-Asn, L-Asn, D-Asp, L-Asp, D-Glu, L-Glu, D-Gln or L-Gln, and 

F ' = D-Lys, D- Tyr, D-Ser, L-Ser, D-4- OH-Pro, L-4-OH-Pro, 3-iodo-D- 
Tyr, 3-5 diiodo-D-Tyr, 3-astatine-D-Tyr, 3-5 astatine-D-Tyr, 3-bromo-D-Tyr, 3- 
5 dibromo-D-Tyr, D-Asn, L-Asn, D-Asp, L-Asp, D-Glu, L-Glu, D-Gln or L-Gln; 

R3 = NH(CH2)mSH, D or L cysteine, a benzophenone or OH, and 

m = 2-6, 

provided that : 

(1) when A, B', C and E are Tyr, Tyr, Lys, and Tyr respectively, F' is 
not Lys; 

(2) when A, B', C and E are Lys, Tyr, Lys, and Tyr respectively, E is 
not Tyr or Lys; and 

(3) when A and B' are absent and C and E are Lys and Tyr respectively, 
F' is not Tyr or Lys. 



175 



10/565,331 

ACTIVITY - Antitubercular ; Osteopathic; Antiinflammatory; 
Gastrointestinal-Gen.; Antirheumatic; Antiarthritic ; Tuberculostatic; 
Cytostatic; Antiangiogenic ; Ophthalmological . 

MECHANISM OF ACTION - None given. 

USE - Used for treating inflammatory bowel disease, rheumatoid 
arthritis, acromegaly, tuberculosis, tumors of the lung, breast, brain, eye, 
prostate or colon, tumors of neuroendocrine origin (specifically carcinoid 
syndrome) or angiogenesis that causes inappropriate proliferation of blood 
vessels (particularly in the eye), such as those associated with tumors, 
retinal macular degeneration and diabetic retinopathy. 

In an assay for measuring inhibition of gonadotropin releasing hormone 
from monocultures of rat pituitary cells, camptothecin-carbonyl-N- aminoethyl- 
glycine-D-tert-butyl-Ser-Nle-D-tert-butyl-Tyr-D-tert-butyl-Ser- S-trityl-Cys- 
Phe-D-Trp-epsilon-tert-butyloxycarbonyl-Lys-tert-butyl-Thr-S- trityl-Cys-tert- 
butyl-Thr-Rink-amide-resin exhibited an ICbO value of 0.27 + /- 0.02 nM. 

ADVANTAGE - (I) Are having a cleavable chemical linker that 

controls the release rate of therapeutic and cytotoxic agents in circulation, 
rendering the active agent more readily internalized by the cell. (I) Provide an 
effective meanc t: yt ot o::ic agents to a targeting agent while retaining the 

activity of each component to maximize therapeutic effects while minimizing 
toxicity. (I) May be used with a wide range of therapeutic or cytotoxic agents. 
MANUAL CODE: CPI : A12-V01; B04-C01A; B04-C01B; B04-H01; B04-H06A; 

B04-N02; B14-A01B1; B14-C01; B14-C03; B14-C06; B14-C09; 
B14-D03; B14-H01; B14-N01 

TECH 

ORGANIC CHEMISTRY - Preparation: (I) And (II) are prepared by standard 
_ nHiesis . 

H AF 1 J Em 1 - L Ei-f-n- I mi nent : J Tar jet the compound to a cell 
or tissue (a cancer cell, white blood cell, cardiac tissue, brain tissue 
or a tuberculosis-infected tubercule, specifically a tumor or a 
proliferative angiogenic blood vessel in the eye) . The targeting group is 
a 1-nved from a phage-display library (or its 

conservative substitutions) that targets cells and tissues. 
In (II), the R3 group is used to attach a £fEfcidgf 

protein oi -i-' " , j eferably by a thiol reaction (when ml is 

0-6) or by a photochemical reaction (when R3 is a benzophenone (preferably 
p-benzoyl phenylalanine) ) . 

POLYMERS - Preferred Components: The hydrophilic polymer is 

_nyl acetate, polyvinyl 
alcohol, HPMA (N- ( 2-hydroxypropyl ) methacrylamide ) or HPMA copolymers, 
alpha, beta-poly (N-hydroxyethyl ) -DL-aspartamide (PHEA) , or 
alpha, beta-poly (n-hydroxypropyl ) -DL-aspartamide (preferably 
, polyvinyl alcohol and polyvinyl 

acetate) . 

ABEX DEFINITIONS - Preferred Definitions: - Y = a peptide of formula U(W)n 
that increases the hydrophilic biodistribution of (I) or a hydrophilic 
polymer; - U = D-Pro, L-Pro, D-4-OH-Pro, L-4-OH-Pro, sarcosine, Lys, Orn, 
Dab, Dap, 4-NH2-Phe or (NH2- (CH2 ) ml-COOH) , or absent; - ml = 2-10, and - V 
= D-Ser, L-Ser, D-Thr, L-Thr, D-Gln, L-Gln, D-Asn, L-Asn, D-4-OH-Pro or 
L-4 hydrody-Pro and at least one V is a D-amino acid; - cytotoxic agent = 
an alkylating agent, an antibiotic, an antimetabolite, a tubulin 
inhibitor, a topoisomerase I or II inhibitor, a hormonal agonist or 
antagonist, an apoptotic agent or an immunomodulator , preferably 
camptothecin, homocamptothecin, colchicine, combretastatin, dolistatin, 
doxorubicin, methotrexate, podophyllotoxin, rhizoxin, rhizoxin D, a taxol, 
paclitaxol, CC1065, a maytansinoid or their derivatives or analogs, and - 
targeting group Q = a biologically active peptide (somatostatin, bombesin, 
a KiSS peptide, a urotensin II peptide, gonadotropin-releasing hormone 
(GnRH) I and II peptides, octreotide, depreotide, vapreotide, vasoactive 
intestinal peptide (VIP), cholecystokinin (CCK) , insulin-like growth 
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factor (IGF), RGD-containing peptides, melanocyte-stimulating hormone 
(MSH) peptide, neurotensin, calcitonin, a peptide comprising the 
complementarity determining region of an antitumor antibody glutathione, a 
leukocyte-avid peptide comprising the amino acid sequence 
Tyr-Ile-Gly-Ser-Arg, the heparin-binding region of platelet factor-4 
(PF-4) and a lysine-rich sequence (preferably P438H), atrial natriuretic 
peptide (ANP) , a beta-amyloid peptide, a delta-opioid antagonist 
(preferably ITIPP (psi)), annexin-V, endothelin, interleukin (IL)-l, 
IL-lra, IL-2, IL-8, leukotriene B4 (LTB4), a chemotactic peptide 
(preferably N-f ormyl-methionyl-leucyl-phenylalanine-lysine ( f MLFK) ) , aGP 
Ilb/IIa receptor antagonist (preferably DMP 444), epidermal growth factor, 
a human neutrophil elastase inhibitor (preferably EPI-HNE-2 or EPI-HNE-4), 
plasmin inhibitor, an antimicrobial peptide, apticide P280, apticide P274, 
a thrombospondin receptor (preferably TP1300), bitistatin, pituitary 
adenylyl cyclase type I receptor (PAC1), fibrin alpha-chain, or their 
derivatives or analogs), an antibody (preferably monoclonal) or its 
fragment . 

ADMINISTRATION - The dosage is 0.1-100 (preferably 250-5000) mug/kg/day 
orally, parenterally (e.g. by inhalation, intramuscularly, 
intraperitoneally, intravenously, subcutaneously or by ocular injection, 
optical drops or implant), nasally, vaginally, rectally, sublingually or 
topically . 

EXAMPLE - Camptothecin (250 mg) and 4-dimethylaminopyridine (50 mg) were 
suspended in anhydrous pyridine (3 ml) and anhydrous methylene chloride 
(50 ml). Phosgene (750 ml of a 20% solution in toluene) was added, mixed 
for 2 hours and the mixture worked up to obtain camptothecin chlorof ormate 
(A) dissolved in dichloromethane (DCM) . Rink amide (4- (2 ',4'- 
dimethoxyphenyl-Fmoc- ( aminomethyl ) phenoxyacetamido-nor leucyl- 
methylbenzhydrylamine resin (0.063 mmol) was swollen in dimethylf ormamide 
(DMF) for 1 hour, filtered and an excess of 20% piperidine in DMF added. 
After mixing (2 minutes), the resin was filtered and an excess amount of 
20% piperidine was again added and mixed (20 minutes) to ensure complete 
removal of the resin Fmoc group. After deprotection, the resin was washed 
with DMF and then 0.188 mmol each of the first protected amino acid, 
Fmoc-Thr (tBut ) , diisopropylcarbodiimide, and N-hydroxybenzotriazole 
monohydrate was dissolved in DMF and added to the resin, mixed for 1 hour 
and washed with DMF. - The Fmoc group was again removed by treatment with 
20% piperidine/DMF solution and, following the same general coupling 
procedures, the following amino acids were successively reacted with the 
growing peptide chain: Fmoc-S-trityl-L-cysteine, Fmoc-O-t-butyl-L- 
threonine, N-alpha-Fmoc-N-eta-Boc-L-lysin, N-alpha- Fmoc-N-in-Boc-D- 
tryptophan, Fmoc-L-phenylalanine, Fmoc-S-trityl-L-cysteine, 
Fmoc-O- t -but yl-D- serine, Fmoc-O-t-butyl-D- tyro sine, N-alpha-Fmoc- 
Norleucine, Fmoc-O-t-butyl-D-serine and bromoacetic acid. After completion 
of bromoacetic acid coupling to peptidyl resin (3 equivalents), 
N-Boc-ethylenediamine was added in N-methyl-alpha-pyrrolidinone, mixed for 
2 hours and then washed successively with DMF and DCM. (A) was added to 
the resin and the mixture worked up to obtain camptothecin-carbonyl-N- 
aminoethyl-glycine-D-tert-butyl-Ser-Nle-D-tert-butyl-Tyr-D-tert-butyl-Ser- 
S-trityl-Cys-Phe-D-Trp-epsilon-tert-butyloxycarbonyl-Lys-tert-butyl-Thr-S- 
trityl-Cys-tert-butyl-Thr-Rink-amide-resin . 
AN.S DCR-184587 
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BASIC ABSTRACT: 

WO 2003009833 Al UPAB: 20050903 
NOVELTY - Sustained release apparatus including at least one sustained 
release mini-tablet implant (A) that comprises at least one pharmaceutical (I) 
and a carrier. (A), or all (A) together, have significantly smaller size 
and/or payload relative to an equivalent immediate release treatment. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following : 

(1) Sustained release kit containing at least one (A) packaged for 
delivery in a single treatment; 

(2) Composition containing an anthelmintic (la) and a non-silicone 
carrier in unit dose form; 

(3) Sustained release composition containing a growth-enhancing 
compound (lb) and a non-silicone carrier in unit dose form; and 

(4) Therapeutic or prophylactic treatment of humans or animals by 
administering the new apparatus. 

ACTIVITY - Anthelmintic. 

No details of tests for anthelmintic activity are given. 
MECHANISM OF ACTION - None given in the source material. 
USE - The apparatus is used to deliver a very wide range of (I) for 
treatment of humans, other mammals, birds, fish and reptiles, most especially 
the anthelmintic ivermectin, and growth-promoting agents, especially hormones. 
ADVANTAGE - The apparatus requires significantly less (I) than known 
treatments to provide the desired effect, e.g. for porcine somatostatin, a dose of 
12 mg in (A) is equivalent to seven 5 mg daily injections. (I) is released from (A) 
with essentially zero-order kinetics. 

MANUAL CODE: CPI : A12-V; A12-V01; B01-D02; B04-C01D; B04-C03C; 

B04-C03D; B04-G01; B04-H06; B04-N02; B05-A01B; B05-B01B; 
B05-C07; B06-A03; B06-D01; B07-A02A; B07-A02B; B10-A09A; 
B10-C04E; B12-M04; B14-B03; C01-D02; C04-C01D; C04-C03C; 
C04-C03D; C04-G01; C04-H06; C04-N02; C05-A01B; C05-B01B; 
C05-C07; C06-A03; C06-D01; C07-A02A; C07-A02B; C10-A09A; 
C10-C04E; C12-M04; C14-B03; D09-C01 

TECH 

PHARMACEUTICALS - Preferred Tablet: Each (A) contains 30-70 (preferably 
30-50, wt.%) of the total payload of an equivalent immediate release 
treatment. (A) may also include a sustained release support, on or in 
which the active component is carried, and is particularly in the form of 
an (un) coated tablet or rod, or a matrix, particularly a silicone-coated 
compressed tablet or extruded rod. Where several (A) are used, each one, 
individually, is insufficient to provide the required blood level of (I). 
Particularly (A) are 0.1-0.5, especially 0.2-0.25, times the length and/or 
diameter of an immediate release tablet that provides the desired 
threshold level of (I) in the blood. It is generally cylindrical with 
cross-sectional diameter 0.1-4 mm and length 0.1-20, preferably 0.25-5, 
mm. Especially it has essentially zero-order release kinetics. The 
pharmaceutical carrier includes a water-soluble ingredient that is solid 
at body temperature, e.g. a synthetic polymer, amino 
acid, (in) organic salt or protein. This component is 10-30% of the active 
composition. The sustained release support is a biocompatible matrix or a 
solid absorption medium and a viscous polymer. 
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Preferred Kit: (A) are packaged in a biodegradable sheet of water-soluble 
material and the kit may include a delivery device, especially an injector 
for subcutaneous or intramuscular delivery. 

Preferred Compositions: The composition of (2) is a compact or extruded 
tablet or rod containing a macrocyclic lactone and/or insect-growth 
regulator, also at least one water-soluble compound, particularly sucrose, 
sodium chloride and/or sodium deoxycholate . The compositions of (3) 
contain a hormone, growth factor or cell adhesion factor and water-soluble 
compounds as above. Especially it contains, by weight, 5-15% sodium 
chloride; 0.5-5% magnesium stearate and the balance recombinant porcine 
somatotropin . 

Preferred Materials: (I) is any of a very wide range of therapeutic 
agents, e.g. analgesics; antibodies; antiinflammatories; 

contraceptives; diuretics; antidiabetics; anticancer agents; cytokines; 
vaccines (against many bacterial and viral pathogens) ; parasiticides, in 
particular the anthelmintic ivermectin or a natural or synthetic human, 
porcine, bovine or ovine growth hormone. 

POLYMERS - Preferred Materials: Suitable carriers for lipophilic (I) are 

; ] loxystearate 40; and 
polyoxyethylene-polyoxypropylene glycol; and biocompatible materials for 
the sustained release support are polyesters; poly(amino acids); 
silicones; ethylene-vinyl acetate copolymers and poly(vinyl alcohol). 
ORGANIC CHEMISTRY - Preferred Materials: Suitable carriers for lipophilic 
(I) are sucrose fatty acid esters; sodium lauryl sulfate; sodium oleate; 
and sodium deoxycholate. 

ABEX EXAMPLE - Mini-tablets (2.95 mm diameter; 1 mm thick) were prepared by 
compressing a mixture of ivermectin (I') and sucrose in presence of 
magnesium stearate, and each contained 4.7 mg (I'). An implant of 21 of 
these tablets was injected intramuscularly into a cow. Blood serum levels 
of (I') were 4.9 mg/ml during the first 2 weeks; 2.8 mg/ml in week 3 and 
2.2 mg/ml in week 4. 
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BASIC ABSTRACT: 

WO 2002076441 Al UPAB : 20050903 
NOVELTY - Stable alcohol-in-f luorocarbon (A) or liquid hydrocarbon-in- 
fluorocarbon microemulsion (B) comprising an alcohol (a) or liquid hydrocarbon 
(a') dispersed phase, a fluorocarbon continuous phase (b) , a molecule 
dissolved or dispersed in alcohol, a film-forming substance (d) dissolved or 
dispersed in (a) or (a') respectively, a surfactant and/or co-surfactant (e) , 
and a cell-targeting agent (f), is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 
(1) purifying a solid nanoparticle involving removing alcohol from (A) 
by evaporating or diluting with a solvent or solidifying the hydrocarbon of 
(B) into solid nanoparticles containing molecule so as to cure the 
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nanoparticle in a continuous phase, subjecting the cured nanoparticle to gel 
permeation or ultracentrif ugation and treatment with a buffer to obtain a 
solid nanoparticle; 

(2) a nanoparticle (C) prepared from oil-in-water microemulsion 
precursor comprises at least one liquid nanoparticle matrix (g) , at least one 
surfactant and/or co-surfactant (e') and a molecule; and 

(3) preparation of a solid stable nanoparticle (C) involving melting 
(g) at 35 - lOOdegreesC to form a liquid dispersed phase, dispersing molecule 
into the liquid dispersed phase, which is further dispersed in the aqueous 
continuous phase to form a surfactant stabilized microemulsion and cooling the 
microemulsion while stirring to form (C) having a diameter of less than 300 
nm, including molecule either entrapped in or adsorbed to (C). 

ACTIVITY - Cytostatic. 

MECHANISM OF ACTION - None given. 

USE - (A) and (B) are useful for targeted delivery of molecule e.g. a 
drug molecule (such as plasmid DNA, oligonucleotide, £££]^2«, protein, 

\ , small drug molecule and a rare earth molecule) , a food, a magnet and 
a sensor molecule (that responds in a controlled and predictable manner to 
changes in temperature, pH, pressure, or the presence of another molecule) , 
gadolinium, : in vivo, such as dendritic cells, 

hepatocytes, tumors or brain (all claimed) . 

ADVANTAGE - The combination has advantages of both solid nanoparticles 
and microemulsions to produce one pharmaceutically engineered gene delivery system, 
while avoiding problems associated with polyelectrolyte ^^"^ a^* The 
nanoparticle systems can be engineered rapidly, reproducibly , and cost-effectively 
from the microemulsion precursors, in a one-step process and contained in one 
manufacturing vessel, vial or container, compared to the prior art methods. The 
solid nanoparticles are stable in biological fluids. The microemulsions have 
increased solubility and stability of drugs incorporated into the dispersed phase, 
increased absorption of drugs across biological membranes, ease and economy of 
scale-up, due to the requirement of inexpensive mixing equipment, and rapid 
assessment of the physical stability of the microemulsion, due to inherent clarity 
of the system. The ethanol/f luorocarbon microemulsion precursor comprises all the 
potentially biocompatible ingredients, which may not be removed when the solid 
nanoparticles are cured and isolated, the emulsion is well-defined and contains 
uniform nanoparticles (5 - 300 nm) , reproducible to prepare without the use of 
high-torque mechanical mixing, microf luidization or homogenization, the formed 
solid nanoparticles have superior in vivo stability, and the cell-specific ligands 
can be easily incorporated into the system during or after the engineering process. 
In liquid hydrocarbon-in-water microemulsion, no additional material such as water 
is required to be added to form the microemulsion to cure the solid nanoparticles, 
but only cooling the microemulsion, high entrapment efficiency is achieved since 
the dispersed droplets are composed entirely of the matrix material, the dispersed 
phase is not limited to ethanol, and no organic solvents are needed to form the 
microemulsion precursors. MANUAL CODE: CPI: A12-V01; B03-B; B04-B01C; B04- 

B03C; B04-C02; 

B04-C02A2; B04-C03C; B04-E08; B04-G01; B04-H06D; 
B04-J04A; B04-N03; B04-N04; B04-N06; B05-B01P; B06-D09; 
B10-A07; B10-A22; B10-C04E; B10-E04D; B10-H02B; B12-M03; 
B12-M09; D03-H01N; D05-B; D05-C11; D05-H11; D05-H12D1; 
D05-H12E 

TECH 

ORGANIC CHEMISTRY - Preferred Components: (a) is ethanol. (a') is solid at 
25degreesC, has a melting point of 35 - lOOdegreesC, is water-insoluble, 
and is amphipathic having both hydrophobic and hydrophilic moieties, (b) 
is perflubron. (d) is ethylcellulose . (e) is a f luorosurf actant . (f) is 
selected from asialof etuin, mannan, mannose, folate or a 

^ (e') is selected from hexadecyltrimethylammonium 
bromide, fatty alcohol and/or their derivatives. When (C) is anionic, it 
further comprises a positively charged drug or antigen coating (preferably 
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Tat £ >{ ->vV- from HIV or nerve-growth factor) . When (C) is 

cationic, it further comprises a negativeiy-charged drug or antigen 

coating (preferably DNA) . 

Preferred Composition: The oil phase is present as liquid droplets having 
a diameter of less than 100 nm. The continuous phase comprises water or an 
aqueous buffer present at concentration of greater than 95 w/w% . (e') is 
present at a concentration of 1 - 5000 mM in the microemulsion . The total 
concentration of molecule is 20 mug/ml - 5 mg/ml. 
BIOLOGY - Preferred Components: (f) is an aritisody . ( ) is 
coated with a cell-specific ligand (h) comprising an v , 

carbohydrate, peptide , protein and/or their derivatives. 
Preferred Method: (C) is coated with (h) comprising a mannan or 

targeting dendritic cells, a protein including 
asialof etuin, a polysaccharide including pullulan for targeting 
hepatocytes, folate and thiamine for targeting tumors, or choline or its 
derivative for targeting brain. 

POLYMERS - Preferred Components: (g) is selected from emulsifying wax, 
polyoxyethylene sorbitan fatty acid ester, polyoxyethylene alkyl ether, 
polyoxyethylene stearate, phospholipids, fatty acid or fatty acid alcohol 
and/or their derivatives, (e') is selected from polyoxyethylene alkyl 
ether, polyoxyethylene sorbitan fatty acid ester, polyoxyethylene stearate 
and/or their derivatives. 

Preferred Composition: (g) and (e') is present at a concentration of (0.1 
- 30) mg/ml. 

ABEX ADMINISTRATION - (C) is administered topically, intranasally , 

subcutaneously, intramuscularly, intravenously or orally (all claimed) . 

EXAMPLE - Emulsifying wax (2 mg) was placed into six-7 ml glass 
scintillation vials. After melting at 50 - 55degreesC, water was added to 
form a homogenous milky slurry. Different volumes of a 

hexadecyltrimethylammonium bromide (CTAB) stock solution (50 mM in water) 
were added while stirring to obtain a final CTAB concentration of 5 - 30 
mM. After 3-5 minutes, the milky slurry turned clear or stayed cloudy, 
depending on the amount of CTAB used. The droplet size of the 
microemulasion was measured at 55degreesC, microemulsions were then cooled 
down to room temperature while stirring to form nanoparticles . The 
nanoparticles suspension was diluted 10 times with water and particle size 
was measured. The droplet size of the warm microemulsions at 55degreesC 
were in the range of 30 - 70 nm and cured nanoparticles at 25degreesC were 
in the range of 60 - 120 nm. Thus the cationic nanoparticles comprising 
emulsifying wax (6 mg/ml) in water containing a final concentration of 15 
mM CTAB were prepared, and free CTAB was separated from the cured 
nanoparticles using a Sephadex G-75 column. The particle size and zeta 
potential of the purified cationic nanoparticles was measured and found to 
be 99+/-27 nm and 35.8+/-2.3 mV, respectively. Plasmid DNA 

(CMV-beta-galactosidase) was coated on the surface of the nanoparticles by 
gently mixing the required amount of pDNA and nanoparticles suspension to 
obtain a final pDNA concentration of 400 mug/ml. After the addition of 
pDNA to the cationic nanoparticles, the particle size and zeta potential 
of the pDNA-coated nanoparticles was 245+/-25 nm and -47.7+/-1.2 mV, 
respectively. The change in particle size and zeta potential demonstrated 
that pDNA was successfully coated on the cationic nanoparticles. 
PDNA-coated nanoparticles and 'naked' DNA were administered to Balb/C mice 
(10 - 12 weeks old) by three different routes (intramuscular injection; 
subcutaneous injection, or by topical application to skin) on day 0, 7, 
and 14. The pDNA dose on each day was 40 mug. On day 28, the IgG titers in 
sera were determined. Sera IgG titers at day 28 resulting from 
immunization by pDNA-coated nanoparticles and 'naked' DNA after 
intramuscular and subcutaneous administration were comparable. The topical 
administration of formulations to skin was more effective. Mice immunized 
with pDNA-coated nanoparticles had an approximately 10-fold increase in 
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IgG titers over mice immunized with 'naked' pDNA. 
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DETAILED DESCRIPTION - A liquid polymeric composition capable of 
forming a physiologically active substance-containing implant in a living body 
comprises a water-soluble 1: , a block 

copolymer which is insoluble in water but soluble in the £ v > - * 
derivative and an active substance. 

INDEPENDENT CLAIMS are included for: 

(1) an implant formed from the composition; and 

(2) processes for preparing the composition. 

USE - The composition is useful for forming active substance 
containing implants for drug delivery when injected into a body. MANUAL CODE: 
CPI: A12-V01; A12-V02; B02-Z; B04-C02A; B04-C02B1; 

B04-C03; B04-C03C; B04-C03D; B04-D01; B04-H02B; B04-H05; 

B04-H06; B04-J05; B11-C04A; B12-M09; B14-A01; B14-C03; 

B14-H01 

TECH 

ORGANIC CHEMISTRY - Preferred Process: The composition is preferably made 
by dissolving the ^ ^ N % l» N ^ vvv 1 derivative, the 

block copolymer and the active substance in an organic solvent (especially 
acetonitrile, acetone, acetic acid, dimethylacetamide, ethanol, 2-propanol 
or dioxane) or a mixture of an organic solvent and water (1:4 to 4:1), 
sterilizing the solution by filtration and evaporating or lyophilizing the 
solution . 

PHARMACEUTICALS - Preferred Composition: The composition preferably 
contains 10 to 95%, especially 30 to 70%, of the polyethylene 
glycol derivative, 5 to 80%, especially 20 to 50%, of the block 
copolymer and 1 to 40%, especially 1 to 30%, of the active substance. The 
block copolymer is preferably a di- or tri-block copolymer comprising a 
hydrophobic polymer A block and a hydrophilic polymer B block component. 
The hydrophobic polymer is preferably L-polylactide, D, L-polylactide, a 
copolymer of L- or D,L-lactide with glycolide, polyglycolide, 
polycaprolactone, a copolymer of lactic acid with caprolactone, 
polyhydroxy butyric acid, a copolymer of 1 , 4-dioxan-2-one with lactide or 
poly (p-dioxanone) with an average molecular weight of 500 to 25,000Da. The 
hydrophilic polymer is preferably po lyethylene glycol 

or a copolymer of ethylene glycol and propylene glycol with an average 
molecular weight of 100 to 10,000Da. The block copolymer preferably 
comprises 20 to 80% of the hydrophilic polymer. The ^ ^ \ \ " ^ - 

l-rivative is preferably of formula (I) or (II) and has an 
average molecular weight of 200 to l,000Da. R1-X-CH2CH2 (OCH2CH2 ) 1-X-R1 (I) 
or 

R20CO (CH2 ) qCO (OCH2CH2 ) p-OCO (CH2 ) qCOOR2 ( II ) 

Rl = H, (CH2)mCH3 or CO (CH2 ) mCH3 ; 

m = 0 to 17; 

X = 0, NH or S; 

1 = 1 to 100; 

R2 = (CH2)xCH3, H, Na, Ca, Mg or Zn; 

x = 0 to 17; 

p = 1 to 100; and 

q = 0 to 6 . 

The active substance is preferably a Peptide or protein drug 
(especially human growth hormone, porcine growth hormone, leukocyte growth 
factor, erythrocyte growth factor, macrophage growth factor, tumor 
necrosis factor, epithelial growth factor, platelet -derived growth 
factor, interf eron-alpha, beta or gamma, interleukin-2 , calcitonin, nerve 
growth factor, growth hormone releasing factors, angiotensin, luteinizing 
hormone releasing hormone (LHRH), LHRH agonist, insulin, thyrotropin 
releasing hormone, angiostatin, endostatin, somatostatin, glucagon, 
endorphin, bacitracin, mergain, colistin, monoclonal antibody, 
vaccine or bone growth factor), antibacterial agent (minocycline, 
tetracycline, ofloxacin, phosphomycin, mergain, profloxacin, ampicillin, 
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penicillin, doxycycline, thienamycin, cephalosporin, norcadicin, 
gentamycin, neomycin, kanamycin, paromomycin, micronomycin, amikacin, 
tobramycin, dibekacin, cefotaxim, cephaclor, erythromycin, ciprofloxacin, 
levof loxacin, enoxacin, vancomycin, imiphenem or fucidic acid) , anticancer 
agent (paclitaxel, taxotare, adriamycin, endostatin, angiostatin, 
mitomycin, bleomycin, cisplatin, carboplatin, doxorubicin, daunorubicin, 
idarubicin, 5-f luorouracil, methotrexate or actinomycin-D) or 
antiinflammatory agent (lysozyme, acetaminophen, aspirin, ibuprofen, 
diclofenac, indomethacin, piroxicam, fenoprofen, flubiprofen, ketoprofen, 
naproxen, suprofen, loxoprofen, cinoxicam or tenoxicam) . The composition 
may include 1 to 10% of surfactants (especially polysorbate, sodium 
dodecylsulf ate, polyvinyl pyrrolidone, poloxamers, glyceryl monooleate, 
glyceryl monostearate or polyoxyethylene alkyl ether) , inorganic salts 
(sodium chloride, calcium chloride, zinc chloride, magnesium chloride, 
calcium carbonate, zinc carbonate, zinc acetate, zinc lactate, magnesium 
hydroxide, aluminum chloride, aluminum hydroxide or zinc oxide), 
k \w ! (especially mannitol, sorbitol, glucose, xylitol, 
trehalose, sorbose, sucrose, galactose, dextran, dextrose, fructose or 
lactose) and/or natural polymers (especially cyclodextrin, gelatin, 
albumin, hyaluronic acid, chitosan or sodium carboxymethylcellulose ) . 

ABEX EXAMPLE - Lactide (14.19 g) , glycolide (3.81 g) , polyethylene glycol 1000 
(7.5 g) and tin octoate (0.18 g) were heated to 120 to 145degreesC for 12 
hours and dissolved in CHC13. The solution was added to diethyl ether 
(Et20) and the resulting polymer was collected, dissolved in chloroform 
(CHC13) and reprecipitated by addition to Et20. The precipitate was 
collected and dried under vacuum to give the block copolymer. Polyethylene 
glycol 300 (30 g) , acetic anhydride (24 g) and anhydrous zinc dichloride 
(0.5 g) were heated to reflux for 12 hours and dissolved in methylene 
chloride (CH2C12). The mixture was added to Et20 and the precipitate was 
collected, purified with Et20 and dried under vacuum. Human growth hormone 
(100 mg) , block copolymer (400 mg) , polyethylene glycol 300 (450 mg) and 
gelatin (50 mg) were dissolved in 60% aqueous acetic acid and filtered 
through a 0.22 microm filter. The solution was lyophilized and filled into 
single dose sterile disposable syringes. 
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BASIC ABSTRACT: 

WO 2000041740 A2 UPAB : 20071024 
NOVELTY - Particle (A) for oral delivery of a biopolymeric drug (I) 
(e.g. ^ ii^i."' protein or nucleic acid), comprising a substrate having at 

least 1 reservoir containing (I) in releasable form and opening to 1 face of 
the substrate, which is coated with a mucoadhesive agent (II) for the 

it of (A) to the intestinal mucosa so that (I) is released directly 
into the lining, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following : 

(1) an oral composition containing many (A); and 

(2) a microf abrication method comprising exposing a sheet of particle- 
forming material to a photoablative light source through a mask, so that a 
network pattern corresponding to the required shape and size of (A) is 
produced, and continuing exposure until (A) are formed. 

USE - (A) are used for the oral delivery of (I) to the intestines, 
e.g., the delivery of erythropoietin (for treating anemia), interferons 
(hepatitis), interleukins (cancer), insulin (diabetes mellitus), calcitonin 
(osteoporosis) and antisense oligonucleotides (cancer, infections, 
inflammation) . 

ADVANTAGE - (II) ensure attactoent to the intestines and their shape, 
size, density and composition can be adjusted to control contact with the gut wall. 
(A) are too large to undergo endocytosis by gut epithelial cells and they can be 
labeled for detection or visualization. They may also include penetration 
enhancers; protease inhibitors or agents that control release rate of (I), to 
improve bioavailability. 

MANUAL CODE: CPI : A12-V01; B04-C02A; B04-C02A3; B04-C02B; B04-C03B; 

B04-E01; B04-E06; B04-H02; B04-H05; B04-J03A; B04-N04; 
B11-C06; B11-C09; B12-M11E; B14-A01; B14-A02; B14-C03; 
B14-H01B; B14-N01; B14-S04; B14-S11; D05-H07; D05-H12A; 
D05-H12B; D05-H12D2 



TECH 



BIOTECHNOLOGY - Preferred Materials: (I) is granulocyte-macrophage 
colony-stimulating factor (GM-CSF) , an interferon, interleukin, 
vasopressin, growth hormone releasing factor, relaxin, somatostatin, 

Y_, insulin, arterial naturetic factor, glucagon, 
desmopressin, calcotonon, angiogenic factors (e.g. VEGF) , LHRH analogs, 

mtigens, vaccines and (antisense) oligonucleotides. (II) 
may be e.g. an agglutinin from wheat germ, Ulex europaeus or Phaseolus 
vulgaris, lectins of asparagus pea (Lotus tetragonolobus ) , tomato or 
Mycoplasma gallisepticum, the B-subunit of cholera toxin , 
Escherichia coli type 7 fimbriae, vitamin B12, riboflavin, folate or 
iron /transferrin . 

PHARMACEUTICALS - Preferred Particles: The particles are disks 0.1-1 mm i. 
diameter and with a density of 0.95-1.05 g/cc. Additional reservoirs may 
also be included containing a permeation enhancer (e.g. zonula occludens 
:.o;o.ri of "ibrio cholerae) , or a o inhibitor 
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(e.g. aprotinin) . The reservoir containing (I) may also include an agent 
that delays the dissolution or release of (I), preferably gelatin, 

% \ % ^ v ;-ilvcol, a fatty acid and/or triglyceride, 
polyvinyl pyrrolidone, starch, cellulose ester (e.g. HPMC), hydrocol loidal 
gum and/or mucilages (e.g. gum arabic, guar gum, gum, tragacanth), wax 
(e.g. carnuba, bees, poiyacrylic acid derivatives and esters), shellac, 
cellulose acetate, phthalate or carboxy methylcellulose . The substrate is 
particularly polycarbonate or polyester and the face not coated with (II) 
is covered by a non-porous laminate backing. 

Preferred Composition: The particles preferably comprise an enteric 
coating that encapsulates the particles, remains intact in esophagus and 
stomach but dissolves, at pH 6-6.8, in the intestinal lumen. Alternatively 
the ChronoSet (RTM) system is used to provide release after a selected 
time, particularly in the middle of the intestines. 

Preparation: The sheet of material is grafted, on the face to be coated 
with (II), with a layer of reactive amino or thiol groups by plasma (glow) 
discharge . 

POLYMERS - Preferred Substrate: Suitable substrate materials are 
polycarbonate and polyester. A preferred enteric coating is Eudragit L100 
or S100 (methacrylic acid-methacrylate copolymers) . 
Preferred Excipients: Suitable polymeric excipients are 
I:':'"' i0 ^.".li ' 1 ij vinyl pyrrolidone, poiyacrylic 

acid d i i mi Lv s and esters, cellulose acetate-phthalate and carboxymethyl 
cellulose . 

ABEX ADMINISTRATION - The particles are useful for the oral delivery of 
therapeutic compounds. 

EXAMPLE - A roll of 50-75 micro m thick track-etch polycarbonate, 
containing pores (reservoirs) that are 10-12 micro m in diameter and 12-25 
micro m deep, was exposed to an ammonia plasma to introduce primary amino 
groups at one surface, then reacted with a heterobif unctional reagent to 
generate thiol-reactive maleimide groups. The material was then exposed to 
a solution of lectin (from wheat germ) that had been thiolated, washed and 
then dried. The reservoirs were filled with a 50 mg/ml solution of 
erythropoietin in phosphate-buffered saline, under reduced pressure to 
expel air, and dried and the sheet was then passed through a disk-punch 
apparatus to produce particles. 
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BASIC ABSTRACT: 

WO 2000037053 Al UPAB : 20050830 
NOVELTY - New aerosol formulations for delivery of pharmaceutical 
agents, contain the agent, water, an alkali metal alkyl sulfate, a membrane- 
mimetic amphiphile, a phospholipid, a phenol and a propellant. 

DETAILED DESCRIPTION - A novel aerosol pharmaceutical formulation with 
multilamellar vesicles comprises: 

(a) a pharmaceutical agent; 

(b) water; 

(c) an alkali metal 8-22C alkyl sulfate in a concentration of 1-10 %, 
by weight; 

(d) at least one membrane-mimetic amphiphile, which is lauramidopropyl 
betain, lauramide monoisopropanolamide, sodium cocoamphopropionate, 
bishydrxyopropyl dihydroxypropyl stearammonium chloride, polyoxyethylene 
dihydroxypropyl stearammonium chloride, dioctadecyldimethlammonium chloride, 
sulf osuccinates, stearamide DEA, sodium tauro dihydro fusidate, fusidic acid, 
alkali metal isostearyl lactylates, alkaline earth metal isostearyl 
lactylates, panthenyl triacetate, cocamidopropyl phosphatidyl PG-diammonium 
chloride, strearamidopropyl phosphatidyl PG-diammonium chloride, borage 
amidopropyl phosphatidyl PG-diammonium chloride, borage amidopropyl 
phosphatidylcholine, polysiloxy pyrrolidone linoleyl phospholipid, 
octylphenoxypolyethoxyethanol or combinations; 

(e) at least one phospholipid (I), selected from phospholipid GLA 
(glycolic, lactic acid) , phosphatidyl serine, phosphatidylethanolamine, 
inositolphosphatides , dioleoylphosphatidylethanolamine, polysiloxy pyrrolidone 
linoleyl phospholipid sphingomyelin, ceramides, cephalin, triolein, saturated 
lecithin or unsaturated lecithin, lysolecithin, or combinations; 

(f) a phenol selected from phenol and methyl phenol in a concentration 
of 1-10 %, by weight; and 

(g) a propellant selected from 1-2C dialkyl ether, butanes, 
fluorocarbon propellant, H-containing fluorocarbon propellant, 

chlorof luorocarbon propellant, H-containing chlorof luorocarbon propellant, or 
mixtures . 

The amount of each membrane-mimetic amphiphile and phospholipid is 
present in a concentration of 1-10 %, by weight, and the total concentration 
of membrane-mimetic amphiphiles and phospholipids is at most 50 %, by weight. 
INDEPENDENT CLAIMS are also included for the following: 
(1) making a pharmaceutical composition comprising: 

(a) mixing in a high shear mixer a proteinic pharmaceutical agent, 
water, an alkali lauryl sulfate in a concentration of 1-10 %, by weight, at 
least one membrane-mimetic amphiphile and at least one (I), the amphiphile is 
selected from hyaluronic acid and its salts lauramidopropyl betain, lauramide 
monoisopropanolamide, sodium cocoamphopropionate, bishydroxypropyl 
dihydroxypropyl stearammonium chloride, dioctadecylimethylammonium chloride, 
sulf osuccinates, stearamide DEA (diethylaniline ) , gamma-linoleic acid, borage 
oil, evening primrose oil, monoolein, sodium tauro dihydro fusidate, fusidic 
acid, alkali metal isostearyl lactylates, alkaline earth metal isostearyl 
lactylates, panthenyl triacetate, cocamidopropyl phosphatidyl PG-diammonium 
chloride, stearamidopropyl phosphatidyl PG-diammonium chloride, borage 
amidopropyl phosphatidyl PG-diammonium chloride, borage amidopropyl 
phosphatidylcholine, polysiloxy pyrrolidone linoleyl phospholipid, trihydroxy- 
oxo-cholanylglycine and alkali metal salts, and octylphenoxypolyethoxyethanol, 
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polydecanol X-lauryl ether and polydecanol X-oleyl ether, where X is 9-20, the 
amount of each membrane mimetic amphiphile and phospholipid is present in a 
concentration of 1-10 %, by weight, and the total concentration of membrane 
mimetic amphihiles and phospholipids is at most 50 %, by weight, the mixing 
being continued until the composition is in multimellar vesicle form; 

(b) adding a phenol selected from phenol, methyl phenol and mixtures; 

and 

(c) dispensing the resulting formulation into an aerosol container and 
charging the container with a propellant; 

(2) a metered dose aerosol dispenser containing the novel aerosol 
pharmaceutical formulation with multilamellar vesicles. 

USE - The compositions can be used for the delivery of large-molecule 
pharmaceuticals such as gggtidic drugs, vaccines and hormones by the oral and 
nasal membranes, or by pulmonary access (claimed) . 

ADVANTAGE - The compositions enhance the penetration of drugs through 
the pores and facilitate the absorption of the drugs to reach therapeutic levels in 
the plasma. The multilamellar liposomes are very stable and are smaller than the 
pores of the gastrointestinal tract. MANUAL CODE: CPI: A12-V01; B01-D02; 

B02-C02; B03-A; B04-A07A; 

B04-B01B; B04-B03C; B04-C01C; B04-C02E; B04-C02F; 
B04-E01; B04-F01; B04-G01; B04-H05; B04-J02; B04-J03A; 
B04-J04A; B04-J05; B04-N02; B04-N04; B04-N06; B05-A01B; 
B05-B01P; B10-E02; B10-E04C; B10-H01; B10-H02B; B10-J02; 
B11-C03; B12-M01A; B12-M01B; D05-H07 

TECH 

ORGANIC CHEMISTRY - Preferred Formulation: The 8-22C metal alkyl sulfate 
is sodium lauryl sulfate. The propellant may be e.g. H-containing 
chlorof luorocarbons, H-containing f luorocarbons, dimethyl ether and 
diethyl ether. The amphiphile is hyaluronic acid, or salt or mixtures of 
it, in a concentration of 5 %, by weight. The formulation contains sodium 
lauryl sulfate, stearamidopropyl phosphatidyl PG-diammonium chloride and 
ceramide, or borage amidopropyl phosphatidyl PG-diammonium chloride and 
lecithin. 

Preferred Method: The method of mixing is a high turbulence or high shear 
method of mixing. (I) is injected at high velocity through at least one 
nozzle into an aqueous phase of the membrane-mimetic amphiphile, 
alternatively the amphiphile is injected, in liquid form, at high velocity 
through at least one nozzle into an aqueous phase of (I), or (I) and the 
amphiphile are injected through nozzles at high velocity, into a mixing 
chamber. The alkali metal lauryl sulfate is present with either (I) or the 
amphiphile. The nozzles have 0.5-1.0 mm diameters, and the liquid velocity 
is 0-15 m/s. The ratio of the amphiphile: (I) is 5-20:1. 

PHARMACEUTICALS - Preferred Agent: The pharmaceutical agent may be e.g. 
insulin, heparin, low molecular weight heparin, hirugen, hirulos, hirudin, 
interferons, interleukins , cytokines, mono and polyclonal 

, chemotherapeutic agents, vaccines, glycoproteins, 
bacterial toxoids, hormones, calcitonins, insulin-like growth factors 
(IGF), glucagon-1: -1 or GLP-2), large molecule 

antibiotics, protein based thrombolytic compounds, platelet inhibitors, 
DNA, RNA, gene therapeutics, antisense oligonucleotides, opioids, 
narcotics, analgesics, non-steroidal antiinflammatory drugs, steroids, 
retinoids, anesthetics, hypnotics or pain killers. 

ABEX ADMINISTRATION - The formulation is sprayed into a buccal cavity of a 
human, without inhalation (claimed) . 
EXAMPLE - None given. 
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514946000; 514950000; 514951000; 514957000; 514958000; 
514970000; 514974000; 514975000 

BASIC ABSTRACT: 

WO 2000037051 Al UPAB : 20060116 
NOVELTY - New aerosol formulations for delivery of proteinic 
pharmaceuticals, contain the agent, water, an alkali metal alkyl sulfate, at 
least 3 micelles forming compounds, a phenolic compound and a propellant. 

DETAILED DESCRIPTION - A mixed micellar aerosol pharmaceutical 
formulation and a propellant, comprises: 

(a) a proteinic pharmaceutical agent in micellar form; 

(b) water; 

(c) an alkali metal 8-22C alkyl sulfate in a concentration of 1-20 %, 
by weight; 

(d) at least 3 micelle forming compounds selected from lecithin, 
hyaluronic acid and salts, glycolic acid, lactic acid, chamomile extract, 
cucumber extract, oleic acid, linoleic acid, linolenic acid, monoolein, 
monooleates, monolaurates, borage oil, evening primrose oil, menthol, 
trihydroxy oxo cholanyl glycine and salts, glycerin, polyglycerin, lysine, 
polylysine, triolein, polyoxyethylene ethers and analogs, polydocanol alkyl 
ethers and analogs, chenodeoxycholate, deoxycholate and mixtures, each micelle 
forming compound is present in a concentration of 1-20 %, by weight, and the 
total concentration of micelle forming compound are at most 50 %, by weight; 

(e) a phenolic compound selected from phenol and methyl phenol in a 
concentration of 1-10 %, by weight; and 

(f) a propellant selected from 1-2C dialkyl ether, butanes, 
fluorocarbon propellant, H-containing fluorocarbon propellant, 

chlorof luorocarbon propellant, H-containing chlorof luorocarbon propellant, and 
mixtures . 

An INDEPENDENT CLAIM is are also included for a process for making a 
pharmaceutical composition suitable for delivery through transdermal membranes 
comprising : 

(a) mixing a proteinic pharmaceutical agent composition in an aqueous 
medium with an alkali metal 8-22C alkyl sulfate and at least one micelle 
forming compound selected from lecithin, hyaluronic acid and salts, glycolic 
acid, lactic acid, chamomile extract, cucumber extract, oleic acid, linoleic 
acid, linolenic acid, monoolein, monooleates, monolaurates, borage oil, 
evening primrose oil, menthol, trihydroxy oxo cholanyl glycine and salts, 
glycerin, polyglycerin, lysine, polylysine, triolein, polyoxyethylene ethers 
and analogs, polydocanol alkyl ethers and analogs, chenodeoxycholate, 
deoxycholate and mixtures, to form a micellar proteinic pharmaceutical agent 
composition, and a phenolic compound selected from phenol, m-cresol and 
mixtures; and 
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(b) placing the formulation into an aerosol dispenser and charging the 
dispenser with a propellant, where the composition has at least 3 micelle 
forming compounds and each micelle forming compound is present in a 
concentration of 1-20 %, by weight, and the total concentration of alkali 
metal alkyl sulfate and micelle forming compounds is at most 50 %, by weight. 

ACTIVITY - None given. 

MECHANISM OF ACTION - Vaccine. 

USE - The compositions can be used for the delivery of large-molecule 
pharmaceutical, e. r. liu [ , vaccines and hormones by buccal or 

pulmonary administration (claimed) . 

ADVANTAGE - The compositions can enhance the penetration of drugs 
through pores and facilitate absorption to reach therapeutic levels in the plasma. 
MANUAL CODE: CPI : A12-V01; B04-B01C1; B04-B03C; B04-E01; B04-J01; 

B04-J03A; B05-B01P; B12-M01A; D05-H07 

TECH 

ORGANIC CHEMISTRY - Preferred Compounds: The alkali metal 8-22C alkyl 
sulfate is sodium lauryl sulfate. The lecithin may be e.g. saturated or 
unsaturated phosphatidylcholine, phosphatidyl serine, sphingomyelin, 
phosphatidylethanolamine, cephalin or lysolecithin . The propellant may be 
e.g. tetraf luoroethane, tetraf luoropropane, dimethylf luoropropane, 
heptaf luoropropane, dimethyl ether, n-butane or isobutane. The micelle 
forming compound is hyaluronic acid, polidocanol alkyl ethers, trihydroxy 
oxo cholanyl glycine, polyoxyethylene ethers, or chenodeoxycholate . 
PHARMACEUTICALS - Preferred Agent: The pharmaceutical agent may be e.g. 
insulin, heparin, low molecular weight heparin, hirulog, hirugen, 
huridine, interferons, interleukins , cytokines, mono and polyclonal 

^ , immunoglobins, chemotherapeutic agents, vaccines, 
glycoproteins, bacterial toxoids, hormones, calcitonins, insulin like 
growth factors (IGF), glucagons like peptides (GLP-1), large 
molecule antibiotics, protein based thrombolytic compounds, platelet 
inhibitors, DNA, RNA, gene therapeutics, antisense oligonucleotides, 
opioids, narcotics, hypnotics, steroids or pain killers. The agents have a 
molecular weight of 1000-2000000. 

ABEX ADMINISTRATION - The proteinic pharmaceutical agent is administered to 

the buccal cavity, without inhalation using a metered dose spray dispenser 
(claimed) . The agents may also be administered nasally or pulmonarily. 
EXAMPLE - 10 ml of concentrated insulin containing 10000 units/ml was 
placed in a glass beaker. To this solution was added 7 mg sodium lauryl 
sulfate, 7 mg polyoxyethylene ether (10 lauryl), 7 mg trihydroxy 
oxo-cholanyl glycine and 7 mg lecithin. The components were stirred until 
they were completely dissolved, 7 mg phenol and 7 mg m-cresol were added 
to the solution and mixed thoroughly. 1 ml portions of the solution were 
pipetted into 10 ml capacity glass vials, The vial which had metered dose 
valves, were then charged with HFA 134a (RTM: 1, 1, 1, 2-tetraf luoroethane) 
propellant with gas filling apparatus. The amount of propellant was 
adjusted to 9 ml/vial to deliver 10 units of insulin/actuation of the 
valve (100 micro-1 shot/actuation). The formulation, in the glass vial, 
including the propellant, was in a single phase, i.e. homogeneous. 10 
diabetic patients fasted overnight and did not have a breakfast prior to 
dosing. On the first day, each patient had 7 units regular fast acting 
insulin, administered by injection. On the second day, each patient was 
given 70 units insulin (7 puffs of 10 units each) into the mouth, without 
inhalation. Blood samples were collected and plasma glucose level were 
measured at intervals for 3 hours. Insulin levels were also monitored at 
intervals by the RIA (undefined) method for 3 hours. The results showed 
that the injection method and spray method were comparable. 
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A61K0038-28; A61K0038-29; A61K0038-30; A61K0047-18B; 
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ICO: K61K0009 : 00Z6; K61K0038:12 

BASIC ABSTRACT: 

WO 2000006184 Al UPAB : 20060201 
NOVELTY - Methods for administering biologically active agents to 
animals by administering by the pulmonary route a composition comprising (a) 
active agent and (b) carrier comprising an acylated amino acid, sulfonated 
amino acid, polyamino acid including an acylated amino acid and/or polyamino 
acid including a sulfonated amino acid. 

USE - Method is used for pulmonary delivery of active agents including 
biologically active agent and/or chemically active agents, such a: ge? . 
mucopolysaccharides, carbohydrates or lipids, particularly growth hormones, 
human growth hormones, recombinant human growth hormones, bovine growth 
hormones, porcine growth hormones, growth hormone-releasing hormones, IFNs, 
alpha-IFN, beta-IFN, gamma-IFN, IL-1, IL-2, insulin, IGF, IGF-1, heparin, 
unf ractionated heparin, heparinoids, dermatans, chondroitins , low molecular 
weight heparin, very low molecular weight heparin, ultra low molecular weight 
heparin, calcitonin, salmon calcitonin, eel calcitonin, human calcitonin, 
erythropoeitin, atrial naturetic factor, antigens, monoclonal 

somatostatin, protease inhibitors, adrenocorticotropin, gonadotropin-releasing 
hormone, oxytocin, leutinizing hormone-releasing hormone, follicle-stimulating 
hormone, glucocerebrosidase, thrombopoeitin, filgrastim, prostaglandins, 
cyclosporin, vasopressin, sodium cromoglycate, disodium cromoglycate, 
vancomycin (preferred) , desf errioxamine, parathyroid hormone or its fragments, 
antimicrobials, antifungals and/or their analogs, fragments, mimetics and 
EQ-j-.ygtjj-y.j-.ggg glycol (PEG) -modified derivatives (claimed) to a target. 

ADVANTAGE - Methods provide improved pulmonary delivery and greater 
bioavailability of the active agent than administration of the active agent alone, 
thus lesser amounts of active agent may be administered to obtain a desired result. 
Methods are particularly suited to delivery of active agents that are subject to 
environmental degradation. Following administration, the active agent is rapidly 
taken up into the circulation. Methods provide overall increase in the amount of 
active agent delivered over time, overall increase in the biological response over 
time and/or increased delivery or response at a particular time such as quicker 
delivery of active agent or quicker response. MANUAL CODE: CPI: A12-V01; 

B02-C01; B02-V01; B04-B01B; B04-B04C; 

B04-B04L; B04-B04M; B04-C02; B04-C03C; B04-D01; B04-G21; 
B04-H02; B04-H03; B04-H04A; B04-H05; B04-H06; B04-H07; 
B04-H19; B04-J01; B04-J03A; B04-J04; B04-J05; B04-J07; 
B04-J09; B04-J10; B04-L05B; B04-N04; B05-B01E; B05-B01F; 
B05-B01G; B06-A01; B06-H; B07-H; B10-A09B; B10-A10; 
B10-A18; B10-A22; B14-A01; B14-A04; B14-D07C; C02-C01; 
C02-V01; C04-B01B; C04-B04C; C04-B04L; C04-B04M; C04-C02; 
C04-C03C; C04-D01; C04-G21; C04-H02; C04-H03; C04-H04A; 
C04-H05; C04-H06; C04-H07; C04-H19; C04-J01; C04-J03A; 
C04-J04; C04-J05; C04-J07; C04-J09; C04-J10; C04-L05B; 
C04-N04; C05-B01E; C05-B01F; C05-B01G; C06-A01; C06-H; 
C07-H; C10-A09B; C10-A10; C10-A18; C10-A22; C14-A01; 
C14-A04; C14-D07C; D05-H11A 

TECH 

PHARMACEUTICALS - Preferred active agent - The active agent is a 
biologically active agent and/or chemically active agent, preferably at 
1 haride, carbohydrate or lipid, 

especially growth hormones, human growth hormones, recombinant human 
growth hormones, bovine growth hormones, porcine growth hormones, growth 
hormone-releasing hormones, interferons (IFNs) (preferred), alpha-IFN, 
beta-IFN, gamma-IFN, interleukin (IL)-l, IL-2 (preferred), insulin 
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(preferred), insulin-like growth factor (IGF) (preferred), IGF-1 
(preferred), heparin (preferred), unf ractionated heparin, heparinoids, 
dermatans, chondroitins , low molecular weight heparin (preferred) , very 
low molecular weight heparin, ultra-low molecular weight heparin, 
calcitonin (preferred) , salmon calcitonin, eel calcitonin, human 
calcitonin, erythropoeitin, atrial natriuretic factor, antigens, 
rnonocl i, protease inhibitors, 

adrenocorticotropin, gonadotropin-releasing hormone, oxytocin (preferred) , 
leutinizing hormone-releasing hormone, follicle-stimulating hormone, 
glucocerebrosidase, thrombopoeitin, filgrastim, prostaglandins, 
cyclosporin, vasopressin (preferred) , sodium cromoglycate, disodium 
cromoglycate, vancomycin (preferred) , desf err ioxamine (preferred) , 
parathyroid hormone (preferred) or its fragments, antimicrobials, 
antifungals and/or their analogs, fragments, mimetics and 
_f ied 

derivatives . 

ORGANIC CHEMISTRY - Preferred carrier - The carrier comprises a compound 
of formula (I) or (II) . 

Rl = 1-7C alkyl, 3-10C cycloalkyl, cycloalkenyl , aryl, thienyl, phenyl, 
naphthyl, pyrrolo or pyridyl (all optionally substituted by one or more of 
1-7C alkyl, 2-7C alkenyl, 2-7C alkynyl, 6-10C cycloalkyl, phenyl, phenoxy, 
F, CI, Br, OH, S02, S03H, N02, SH, P03H, oxazolo, isoxazolo, 0R6, C00R7, 
N(R5)2 and/or N+(R5)3X-); 
Y = C(0) or S02; 

X = halo, hydroxide, sulfate, tetraf luoroborate or phosphate; 
R2 = H, 1-4C alkyl, 2-4C alkenyl or (CH2)nC00H; 
n = 1-10; 

R3 = 1-24C alkyl, 2-24C alkenyl, 2-24C alkynyl, 3-10C cycloalkyl, 3-10C 
cycloalkenyl, phenyl, naphthyl, 1-10C alkylphenyl, 2-10C alkenylphenyl , 
1-10C alkylnaphthyl, 2-10C alkenylnaphthyl, phenyl- ( 1-1 OC ) alkyl, 
phenyl- (2-10C) alkenyl, naphthyl- ( 1-10C) alkyl, naphthyl- ( 2-1 OC ) alkenyl 
(all optionally substituted by 1-4C alkyl, 2-4C alkenyl, 1-4C alkoxy, OH, 
SH, halo, NH2, C02R4, 3-10C cycloalkyl, 3-10C cycloalkenyl, heterocycle 
containing 3-10 ring atoms including heteroatoms chosen from one or more 
of 0, S and/or N, aryl, (1-10C alkyl) -aryl and/or aryl-(l-lOC) alkyl) 
R4 = H, 1-4C alkyl or 2-4C alkenyl; 
R5 = H or 1-10C alkyl; 

R6 = 1-10C alkyl, alkenyl, alkynyl, aryl or cycloalkyl; 

R7 = H, 1-10C alkyl, alkenyl, alkynyl, aryl or cycloalkyl; 

Ar = optionally substituted phenyl or naphthyl, preferably optionally 

substituted 2-OH-phenyl ; 

R8 = N(R10)-R9-C(O) ; 

R9 = as R3 main groups except for alkyne and cycloalkyl (where R9 is 
optionally interrupted by 0, N and/or S; and is optionally substituted by 
1-4C alkyl, 2-4C alkenyl, 1-4C alkoxy, OH, SH, C02R11, cycloalkyl, 
cycloalkenyl, heterocyclic alkyl, alkaryl, heteroaryl, and/or 
heteroalkaryl ) ; 

RIO, Rll = H, 1-4C alkyl or 2-4C alkenyl. 
ABEX ADMINISTRATION - Administration is pulmonary to animals including birds 
such as chickens and mammals such as cows, pigs, dogs, cats, primates and 
humans . 

SPECIFIC COMPOUNDS - 3 compounds are given as carrier compounds e.g. 
(la) . 

EXAMPLE - Sprague-Dawley rats were given 100 microl solution of (1) 0.01 
mg/kg insulin; (2) 0.05 mg/kg insulin; (3) 0.01 mg/kg insulin plus 16 
mg/kg carrier; (4) 0.05 mg/kg insulin plus 5 mg/kg carrier or (5) 0.05 
mg/kg insulin plus 16 mg/kg carrier in the airways instilled by 
endotracheal tube. Blood samples were withdrawn at 0, 10, 30, 60, 90, 120 
and 180 minutes after administration. - The percent minimum plasma glucose 
concentration was (%): (1) 70.02; (2) 46.4; (3) 35.7; (4) 38.6; and (5) 
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14.9. - The time to attain each percent minimum plasma glucose 
concentration was (%): (1) 180; (2) 90; (3) 120; (4) 90; and (5) 60. - The 
percent reduction in plasma glucose from 0 to 3 hours was (%): (1) 10.5 
+/- 1.5; (2) 36 +/- 9; (3) 47 +/- 10; (4) 46 +/- 8; and (5) 65.7 +/- 5. - 
The area above the curve effect from 0 to t hours was (mcU/min/ml ) : (1) 
1892 +/- 989; (2) 6395 +/- 1609; (3) 8497 +/- 1716; (4) 8218 +/- 1430; and 
(5) 11834 +/- 872. - The results suggest the potential of the carrier to 
increase significantly the bioavailability of insulin and its effect on 
glucose levels. 

AN.S DCR-110025 

CN.P VANCOMYCIN 

SDCN R04258 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 
AN.S DCR-110049 
CN.P VASOPRESSIN 

CN. S 1- [19-Amino-13-benzyl-10- ( 2-carbamoyl-ethyl ) -7-carbamoylmethyl-16- (4- 

hydroxy-ben zyl) -6, 9,12, 15, 1 8-pentaoxo-l , 2-dithia-5, 8,11, 14, 17-pentaaza- 
cycloeicosane-4-carb onyl ] -pyrrolidine-2-carboxylic acid 
[5-amino-l- ( carbamoylmethyl-carbamoyl ) -penty 1] -amide 

SDCN R06995 




AN.S DCR-107421 
CN.P SOMATOSTATIN 
SDCN R02073 
SDRN 2 0 73 
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AN.S DCR-184587 

CN.P ANTIBODIES SUBSTANCE DESCRIPTOR 
SDCN RA00C8 
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MEDLINE on STN 
85176595 MEDLINE 
PubMed ID: 3986759 
Immunological and 



DUPLICATE 4 



logical stability of immunotoxins in 
vivo as studied by the clearance of disulf ide-linked 
pokeweed antiviral protein-antibody conjugates from blood. 
Ramakrishnan S ; Houston L L 
CA 29889 (United States NCI) 

Cancer research, (1985 May) Vol. 45, No. 5, pp. 
2031-6. 

Journal code: 2984705R. ISSN: 0008-5472. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
(RESEARCH SUPPORT, U.S. GOV'T, P.H.S.) 
English 

Priority Journals 
198506 

Entered STN: 20 Mar 1990 
Last Updated on STN: 29 Jan 1999 
Entered Medline: 6 Jun 1985 
Entered STN: 20 Mar 1990 
Last Updated on STN: 29 Jan 1999 
Entered Medline: 6 Jun 1985 

Monoclonal antibodies against human T-cell antigen 3A1, human transferrin 
receptor, and mouse Thy 1.1 antigen were linked to pokeweed antiviral protein 
(PAP) by a disulfide bond. Because the ability of the immunotoxin to home on 
target cells in vivo and the eventual internalization of the hemitoxin 
polypeptide depends in part on the stability of the conjugate in circulation, 
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the clearance of antibody-PAP conjugates from blood was investigated. Blood 
samples collected from rabbits at different times after the injection of 
immunotoxin were analyzed for: (a) total mouse IgG; and (b) intact antibody- 
PAP conjugate in enzyme-linked immunosorbent assay. Further, antibody-PAP 
conjugate was separated from PAP by differential precipitation using 

1 the PAP content of the fractions were analyzed by 
radioimmunoassay. Free PAP is removed very rapidly from blood, and 95% is 
cleared within 2 h. Our results showed that the immunotoxin did not 
dissociate in circulation immediately, and about 90% of the initial 
concentration of the conjugate was still present for more than 4 h. Analysis 
by enzyme-linked immunosorbent assay showed a 4- to 8-h lag period in which 
immunotoxin concentrations were relatively unchanged. This was followed by a 
steady decline, and the half-life of the conjugate in circulation then ranged 
between 17 and 2 4 h. Not only did the immunotoxins remain intact 
immunologically, but they also retained their biological activity as measured 
by the ability of blood-borne immunotoxins to efficiently block protein 
synthesis of target cells in vitro. These data show that the disulfide 
linkage of N to o i \ is reasonably stable and that the immunotoxin 

retains the biological properties of both the antibody and the hemitoxin 
polypeptide in circulation. 
CT Animals 

*Antibodies, Monoclonal: AD, administration & dosage 

Antibodies, Monoclonal: AN, analysis 

Cytotoxins: AD, administration & dosage 
*Cytotoxins: ME, metabolism 

Drug Stability 

Humans 

Isoantibodies : AN, analysis 

Metabolic Clearance Rate 
*N-Glycosyl Hydrolases 

Plant Proteins: AD, administration & dosage 
*Plant Proteins: ME, metabolism 

Protein Biosynthesis 

Rabbits 

Ribosome Inactivating Proteins, Type 1 
CN 0 (Antibodies, Monoclonal); 0 (Cytotoxins); 0 (Isoantibodies); 0 (Plant 
Proteins); 0 (Ribosome Inactivating Proteins, Type 1); 0 (anti-Thy 
antibody); EC 3.2.2.- (N-Glycosyl Hydrolases); EC 3.2.2.22 (pokeweed 
antiviral protein) 
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PubMed ID: 6618711 

Antibody formation against the cytotoxic proteins abrin and 
ricin in humans and mice. 
Godal A; Fodstad 0; Pihl A 

International journal of cancer. Journal international du 

ii -i , 1 . 32, No. 4, pp. 515-21 . 

Journal code: 0042124. ISSN: 0020-7136. 
Denmark 

(COMPARATIVE STUDY) 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
198311 

Entered STN: 19 Mar 1990 

Last Updated on STN: 19 Mar 1990 

Entered Medline: 23 Nov 1983 
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Last Updated on STN: 19 Mar 1990 
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Entered Medline: 23 Nov 1983 

AB Antibody formation may limit the therapeutic use of cancerostatic proteins. 
To study the significance of antibody formation against abrin and ricin, 
highly sensitive ELISA procedures for determination of anti-abrin and anti- 
ricin were developed. In mice treated weekly with therapeutic doses of ricin, 
antibodies appeared after 2-3 weeks and then rose rapidly, whereas after abrin 
treatment the antibody formation was slower. Ricin A-chain was found to be 
more immunogenic than either intact ricin or human serum albumin (HSA) . 
Cyclophosphamide inhibited the antibody response to both abrin and ricin and a 
combination of cyclophosphamide and prednisolone totally inhibited both anti- 
abrin and anti-ricin formation during the 6-week observation period. In mice 
treated weekly with HSA, abrin treatment strongly reduced the anti-HSA 
formation, showing that abrin has an immunosuppressive effect which appeared 
to be stronger than that of cyclophosphamide. The existence of circulating 
antiqen-p v^a - s. U^->s could be demonstrated in the sera of fcoxixi-treated 
mice by precipitation with whenever antibodies were 

detectable with ELISA. The life-span of animals given lethal ricin doses was 
appreciably enhanced in animals having antibody levels in excess of 10-20 
ng/ml. In cancer patients treated i.v. every second week with therapeutic 
toxin doses, the 10-20 ng/ml levels of anti-ricin and anti-abrin were reached 
6-8 weeks and 7-10 weeks after the first injection of ricin and abrin, 
respectively. The data indicate that the effective therapeutic use of abrin 
and ricin as single agents may be limited to these time frames, but that the 
period of effective use may be substantially prolonged if the toxins are given 
together with conventional cytostatic agents having immuno-suppressive 
activity . 

CT * Abrin: IM, immunology 

Abrin: TU, therapeutic use 
Animals 

Antibodies: AN, analysis 
*Antibody Formation 
Antibody Formation: DE, drug effects 

Antigen-Antibody Complex: IP, isolation & purification 
Cyclophosphamide: PD, pharmacology 
Enzyme-Linked Immunosorbent Assay 
Mice 

Neoplasms: TH, therapy 
*Plant Proteins: IM, immunology 

Prednisolone: PD, pharmacology 
*Ricin: IM, immunology 

Ricin: TU, therapeutic use 

Serum Albumin: IM, immunology 

Time Factors 

RN 1393-62-0 (Abrin); 50-18-0 (Cyclophosphamide); 50-24-8 (Prednisolone); 
9009-86-3 (Ricin) 

CN 0 (Antibodies); 0 (Antigen-Antibody Complex); 0 (Plant Proteins); 0 (Serum 
Albumin) 
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91348861 MEDLINE _ 

PubMed ID: 1715320 

Antigenic cross-reactivity and functional inhibition by 
antibodies to Clostridium difficile toxin A, Streptococcus 
mutans glucan-binding protein, and a synthetic peptide. 
Wren B W; Russell R R; Tabaqchali S 

Department of Medical Microbiology, St. Bartholomew's 
Hospital Medical College, West Smithfield, London, United 
Kingdom. 

Infection and immunity, " °> Vol. 59, No. 

9, pp. 3151-5. 
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Journal code: 0246127. ISSN: 0019-9567. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

(RESEARCH SUPPORT, NON-U. S. GOV'T) 
LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 199110 

ENTRY DATE: Entered STN: 20 Oct 1991 

Last Updated on STN: 3 Feb 1997 
Entered Medline: 2 Oct 1991 

ED Entered STN: 20 Oct 1991 

Last Updated on STN: 3 Feb 1997 
Entered Medline: 2 Oct 1991 

AB A 10-amino-acid repeating sequence of the hemagglutinating portion of 
Clostridium difficile toxin A has been synthesized and used to produce 
antisera in rabbits. Antipeptide antibody inhibited toxin A-mediated 
hemagglutination and neutralized cytotoxic activity. Immunoblot analysis with 
the antipeptide antibody revealed cross-reactivity with native toxin, a 
recombinant protein containing the toxin A repeats, and a glucan-binding 
protein from Streptococcus mutans whose primary structure has repeating amino 
acid motifs similar to those of the synthetic peptide. A polyclonal 
against the gin m- [i t-in, which cross-reacted with purified K; i,' 

also inhibited tost^n A-mediated hemagglutination and neutralized cytotoxic 
activity. We recently identified toxin A and the glucan-binding protein as 
members of a novel family of clostridial and streptococcal binding proteins 
based on conserved repeating amino acid motifs at the C-terminal region of the 
molecules. This study provides immunological and functional evidence of the 
predicted relationship between toxin A and the glucan-binding protein and 
further implicates the repeating subunits as ligand-binding domains in this 
family of proteins. 

CT Amino Acid Sequence 
Animals 

Bacterial : IM f immunology 

*Carrier Proteins: IM, immunology 
Clostridium difficile: IM, immunology 

Cross Reactions: IM, immunology 

Cytotoxicity, Immunologic: IM, immunology 

Electrophoresis, Polyacrylamide Gel 
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Epitopes: IM, immunology 

Hemagglutination: IM, immunology 

Immunoblot ting 
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Molecular Sequence Data 
Oligopeptides: CS, chemical synthesis 
*01igopeptides : IM, immunology 
Rabbits 

Recombinant Proteins: IM, immunology 
*Streptococcus mutans: IM, immunology 

Tumor Cells, Cultured 
CN 0 (Antibodies, Bacterial); 0 (Bacterial Toxins); 0 (Carrier Proteins); 0 

(Enterotoxins ) ; 0 (Epitopes) ; 0 (Glucans) ; 0 (Lectins) ; 0 (Oligopeptides) ; 
0 (Recombinant Proteins); 0 (glucan-binding proteins); 0 (tcdA protein, 
Clostridium difficile) 
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TITLE: Preparation of a diphtheria fcoxin-pullulan 

conjugate that elicits good IgC- anfcifcody 

production with poor IgE synthesis. 
AUTHOR : Yamaya S; Yamamoto A; Komiya T; Mizuguchi J; Matuhasi T 

CORPORATE SOURCE: Department of Applied Immunology, National Institute of 

Health, Shinagawa-ku, Tokyo. 
SOURCE: Vaccine, (1930 Ffefo) Vol. 8, No. 1, pp. 65-9. 

Journal code: 8406899. ISSN: 0264-410X. 
PUB. COUNTRY: ENGLAND: United Kingdom 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

(RESEARCH SUPPORT, NON-U. S. GOV'T) 
LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 199004 

ENTRY DATE: Entered STN: 1 Jun 1990 

Last Updated on STN: 3 Feb 1997 
Entered Medline: 24 Apr 1990 
ED Entered STN: 1 Jun 1990 

Last Updated on STN: 3 Feb 1997 
Entered Medline: 24 Apr 1990 
AB Diphtheria toxin is detoxified through conjugation with pullulan. The toxin- 
pullulan conjugate is easily purified by DEAE-Sephacel chromatography. The 
conjugate forms a transparent 'clear line' with anti-toxin antibodies on 
agarose plate, which offers a good indicator of conjugate formation. The 

>x - -pullulan cosvj : -nduces both IgGl and IgG2b ££^^.9^' production with 

diminished IgE response, while the alum-precipitated conventional toxoid 
causes mainly increases in IgE as well as IgGl antibody formation. The anti- 
toxin HA titre (IgG antibody ) induced by the -pullulan : ;jy};S-s.l:;.t.\. 
parallels the neutralizing activity of the immune-sera. These results suggest 
that the conjugation of toxin to pullulan is a very powerful method by which 
to develop a vaccine that induces neutralizing antibody with diminished IgE 
antibody synthesis. 
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Dose-Response Relationship, Immunologic 
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Hemagglutination Tests 
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Kinetics 
Mice 

Mice, Inbred C57BL 
Neutralization Tests 
Rats 

Rats, Inbred Strains 
RN 37341-29-0 ( Immunoglobulin E ) ; 9057-02-7 (pullulan) 

CN 0 (Antibodies, Bacterial); 0 (Diphtheria Toxin); 0 (Diphtheria Toxoid); 
(Glucans) ; 0 (Immunoglobulin G) ; 0 (Immunoglobulin M) 
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chick dorsal root ganglion neurons but do not modulate 
neurite regeneration. 
AUTHOR: Doherty P; Walsh F S 

SOURCE: Journal of neurochemistry, (198? Apr) Vol. 48, 

No. 4, pp. 1237-44. 

Journal code: 2985190R. ISSN: 0022-3042. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 19 8 70 4 

ENTRY DATE: Entered STN: 3 Mar 1990 

Last Updated on STN: 3 Mar 1990 
Entered Medline: 22 Apr 1987 

ED Entered STN: 3 Mar 1990 

Last Updated on STN: 3 Mar 1990 
Entered Medline: 22 Apr 1987 

AB Polyclonal antibodies to ganglioside GM1 have been prepared and characterised 
by direct and competitive enzyme-linked immunoassay. An immunoglobulin 
fraction was prepared from a rabbit antisera showing high specificity and 
antibody titre for GM1 relative to the other major brain gangliosides . The 
anti-GMl immunoglobulin fraction and B-cholera toxin specifically labelled 
neurons in primary cultures of embryonic chick dorsal root ganglia and there 
was a good correlation between the relative increase in binding of anti-GMl 
immunoglobulin and B-cholera toxin following neuraminidase treatment of a 
variety of cell types. At antibody concentrations that show saturable binding 
to endogenous ganglioside in the neuronal membrane, the anti-GMl 
immunoglobulin fraction did not interfere with the nerve growth factor (NGF)- 
mediated fibre outgrowth and neuronal survival as indexed by measurement of 
neurofilament protein levels. Similarly, at levels in excess of those shown 
to stimulate thymocyte proliferation, B-cholera toxin was also without effect. 
These data are not consistent with GM1 in the neuronal membrane functioning as 
a receptor molecule for NGF and/or other differentiation factors present in 
the tissue culture media. 

CT Animals 
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*Axons: PH, physiology 
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Cell Division: DE, drug effects 
Chick Embryo 
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Immunoglobulins: IM, immunology 

Immunoglobulins: ME, metabolism 

Nerve Growth Factors: PD, pharmacology 
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*Neurons: ME, metabolism 
Neurons: UL, ultrastructure 
RN 37758-47-7 (G(M1) Ganglioside); 9012-63-9 (Cholera Toxin) 

CN 0 (Antibodies); 0 (Immunoglobulins); 0 (Intermediate Filament Proteins); 0 
(Nerve Growth Factors); EC 3.2.1.18 (Neuraminidase) 
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TITLE: Staphylococcal alpha-toxin: a structure-function study 

using a monoclonal antibody. 
AUTHOR: Harshman S ; Sugg N; Gametchu B; Harrison R W 

CONTRACT NUMBER: 1 R01 AM 32877 (United States NIADDK) 

5 R01 CA 19907 (United States NCI) 
SOURCE: Toxicon : official journal of the International Society on 

Toxinology, Vol. 24, No. 4, pp. 403-11. 

Journal code7T307333 . ISSN: 0041-0101 . 
PUB. COUNTRY: ENGLAND: United Kingdom 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

(RESEARCH SUPPORT, NON-U. S. GOV'T) 
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LANGUAGE: English 
FILE SEGMENT: Priority Journals 
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ENTRY DATE: Entered STN: 21 Mar 1990 

Last Updated on STN: 3 Feb 1997 
Entered Medline: 2 Jul 1986 
ED Entered STN: 21 Mar 1990 

Last Updated on STN: 3 Feb 1997 
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AB A monoclonal antibody (A-Tox-653 . 1 ) selected for its reactivity in a dot 

immunoblot assay with denatured staphylococcal alpha-toxin has been isolated 
and its capacity to block the hemolytic and lethal activities of alpha-toxin 
measured. In addition, 'reactivity with monomer, hexamer, 1251-monoiodinated 
and CNBr peptides of alpha-toxin was studied. In all cases the reactions of 
the monoclonal antibody were compared to those obtained with anti-alpha-toxin 
rabbit hyperimmune serum. We find that while both the monoclonal antibody and 
the rabbit antiserum react with all forms of alpha-toxin, only the rabbit 
antiserum blocks hemolytic or lethal activity. Further, the rabbit antiserum 
reacts with CNBr fragments IV, V ad VII, whereas the monoclonal antibody 
reacts only with the carboxy terminal CNBr peptide VII. We conclude that, in 
solution, the carboxy terminal segment of alpha- toxin is relatively free and 
reaction with the monoclonal i v. v. ^ ^ neither impedes it f Hj- 

specific receptor on the membrane nor interferes with formation of the hexamer 
complex . 
CT Animals 
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Enzyme-Linked Immunosorbent Assay 
Epitopes: IM, immunology 
*Hemolysin Proteins 
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Immunodiffusion 
Mice 

Mice, Inbred BALB C 

Peptide Fragments: IM, immunology 

Rabbits 

RN 506-68-3 (Cyanogen Bromide) ; 9004-70-0 (Collodion) 

CN 0 (Antibodies, Monoclonal); 0 (Bacterial Toxins); 0 (Epitopes); 0 
(Hemolysin Proteins) ; 0 (Peptide Fragments) ; 0 (staphylococcal 
alpha-toxin) 
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CORPORATE SOURCE: Diachemix LLC, Unit H, 683 East Center Street, Grayslake, 

IL 60030, United States, m-nasir@diachemix.com 
SOURCE: Combinatorial Chemistry and High Throughput Screening, (May 

2003) Vol. 6, No. 3, pp. 267-273. 

Refs: 42 
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COUNTRY: Netherlands 
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Last Updated on STN: 19 May 2003 

ED Entered STN: 19 May 2003 
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AB Successful use of fluorescence polarization assays (FPAs) in human clinical, 
infectious disease, and drug discovery fields has prompted us to extend its 
use to the grain mycotoxin field. An antibody specific to a mycotoxin and a 
mycotoxin-f luoi i h i - - '- -1 1 - 1 Fi— (- .tiacted from the 

grains with a cuit rtbl-r .rol"-riit ) •: Mup-t-.: with tlir •: w: i r.-f luoi i h i - 1 x ,, 

for the Hl$AfeS5Z and a change in FP relative to the quantity of fre 
occurs. This change is compared to a standard curve obtained by using known 
quantities of toxin. The use of FP and toxin -f luorophore conjugates for the 
quantification of fumonisins, deoxynivalenol and aflatoxins is described. 
These assays are field portable, simple to perform, rapid and require no 
washing steps. 
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Antitumor effect of diphtheria toxin A-chain 
gene-containing cat ionic . 
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Department of Cell Chemistry, Institute of Cellular and 
Molecular Biology, Okayama University Medical School, 
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Laboratory of Veterinary Immunology, College of 
Agriculture, Osaka Prefecture University, 1-1 Gakuen-cho, 
Sakai, Osaka 599-8531. 
Onuma, Misao 

Graduate School of Veterinary Medicine, Hokkaido 
University, Sapporo 060-0818. 
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Tsukuba Life Science Center, Institute of Physical and 
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Tokyo Research Laboratory, TOSOH Corporation, 2743-1 
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Department of Veterinary Science, College of Agriculture, 
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Japanese Journal of Cancer Research, (1998) Vol. 89, No. 
11, pp. 1202-1211. 
Refs: 30 
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Japan 
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Journal ; 
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English 
English 

Entered STN: 15 Jan 1999 
Last Updated on STN: 15 Jan 1999 
Entered STN: 15 Jan 1999 
Last Updated on STN: 15 Jan 1999 

Monoclonal cl43 against tumor-associated antigen (TAA) expressed on 

bovine leukemia cells t ionic liposomes carrying a plasmid 

pLTR-DT which contained a gene for diphth-ni -J; : -'_hain (DT-A) under the 
control of the long terminal repeat (LTR) of bovine leukemia virus (BLV) in 
the multicloning site of pUC-18. The specificity and antitumor effects of the 

• s were examined in vitro and in vivo using TAA-positive bovine B-cell 
lymphoma line as the target tumor. In vitro studies with the TAA-positive 
cell line indicated that luciferase gene-containing cationic liposomes 
associated with the cl43 anti-TAA monoclonal ant ibody caused about 2-fold 
increase in luciferase activity compared with cationic liposomes having no 
..::L::.:}y. > and ai -SO that the cl43- ^^IHHSS^S! cationic liposomes containing 
pLTR-DT exerted selective growth-inhibitory effects on the TAA-positive B-cell 
line. Three injections of pLTR-DT-containing cationic liposomes coupled with 
cl43 into tumor-bearing nude mice resulted in significant inhibition of the 
tumor growth. The antitumor potency of the c 1 4 3 -conjugated cationic liposomes 
containing pLTR-DT was far greater than that of normal mouse IgG-coupled 
cationic liposomes containing pLTR-DT as assessed in terms of tumor size. 
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These results suggest that cationic liposomes bearing cl43 are an efficient 
transfection reagent for BLV-infected B-cell lymphoma cells, and that the 
delivery of the pLTR-DT gene into BLV-infected B-cells by the use of such 
liposomes may become a useful technique for gene therapy of bovine leukosis. 
CT Medical Descriptors: 
animal cell 
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article 

b cell lymphoma 
bovine leukemia virus 

controlled study 
DNA transfection 
enzyme activity 
gene 

*gene targeting 

*gene therapy 

*leukemia cell 
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The potency and specificity of anti-T cell receptor ( TcR) -directed 
immunotoxins were studied in two T cell leukemia lines, HPB-ALL and Jurkat, 
and in primary T cells. Immunocon jugates were synthesized using anti-CD3 (s) 
or distinct anti-V((3), . t Lbod s cross- ked to CRM9, a binding site-mutant 
of diphtheria toxin. All TcR-expressing cells display the CD3 ^ v ,v, p N x on the 
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plasma membrane. HPB-ALL cells express the V((i)8 gene product in the (3 
subunit of the TcR, while Jurkat cells express V ((3) 8 . V((3) expression in 
primary T cells isolated from buffy coats is heterogeneous. Primary T cell 
populations expressing specific V((i) epitopes in the TcR were generated by 
plating CD3( + ) T cells n i \\ ) - p- in - it-d flasks or by positive 

immunomagnetic selection. Immunotoxins directed against the invariant CD3s 
epitope target and kill all T cells. Immunocon jugates targeted at distinct 
anti-V((3) epitopes are specific for cells that express the corresponding gene 
product in the TcR. The results demonstrate the ability of anti-TcR-based 
immunotoxins selectively to kill T cells with defined V((3) epitopes. These 
reagents may be clinically useful in disorders mediated by autoreactive T cell 
populations exhibiting V(P) restriction and in the treatment of clonal TcR- 
expressing lymphomas. 
CT Medical Descriptors: 

article 
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human 
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priority journal 
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Much work has been directed at the development of reagents that would combine 
the specific.it _th potent and readily manipulated cytotoxic 

effector functions. In this review, we describe immunotoxins, molecules that 
contain an antibody -derived antigen i region (Fv) coupled to a bacterial 

toxin, most commonly Diphtheria toxin or Pseudomonas exotoxin. Second- 
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generation immunotoxins are fully recombinant fusion proteins containing a 
two-chain, disulf ide-stabilized, or single-chain Fv region and a modified 
bacterial >x J The relative advantages of the single-chain versus two-chain 
approach are described, as are techniques for purification of these agents 
from bacterial inclusion bodies. Finally, the use of such reagents as 
analytical tools in protein engineering and therapeutically, in cancer 
therapy, is discussed. 
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AB Patients who receive bone marrow transplants from unrelated donors have a high 
incidence of graf t-versus-host disease (GVHD) . If the donor marrow is first T 
cell-depleted, the severity of GVHD declines but the risk of rejection rises. 
In an attempt to prevent both graft rejection and GVHD, we included an anti-T 
cell ; (CD-b-Ricin; XomaZyme H6b) in the transplant 

conditioning regimen. After receiving a partially T cell-depleted marrow, 
patients then received a second course of immunotoxin as additional GVHD 
prophylaxis. Eight recipients of unrelated donor marrow transplants were 
studied. All engrafted (ANC > 500 x 10(6)/1 by day 15, range 13-20 days). One 
patient had grade II skin GVHD and one developed grade IV disease but the 
other six patients had no acute GVHD. However, there was high morbidity and 
mortality from virus infections associated with a sluggish return of CD4 and 
CD8 T cells into the normal range. Four patients died from virus disease 
(CMV, n = 2; EBV, n = 1 ; adenovirus, n = 1) and the remaining patients had 
frequent documented viral illnesses during the first year. We conclude that 
improvement in the outcome of unrelated donor marrow transplantation will 
require strategies which prevent rejection and GVHD coupled with attempts to 
accelerate immune reconstitution . 
CT Medical Descriptors: 

adenovirus 

adolescent 

adult 

article 

*bone marrow transplantation 
child 

clinical article 

cytomegalovirus 
epstein barr virus 
female 

*graft rejection: DT, drug therapy 

*graft rejection: PC, prevention 

*graft versus host reaction: DT, drug therapy 

*graft versus host reaction: PC, prevention 

HLA matching 

human 

human cell 
human tissue 
immune system 

intravenous drug administration 
leukemia: DT, drug therapy 
leukemia: RT, radiotherapy 
leukemia: SU, surgery 
leukemia: TH, therapy 
*lymphocyte depletion 
male 

morbidity 
mortality 
preschool child 
priority journal 



217 



10/565,331 



school child 

skin manifestation: CO, complication 
skin manifestation: DT, drug therapy 
t lymphocyte 

virus infection: CO, complication 
virus infection: DT, drug therapy 
Drug Descriptors: 
aciclovir: DO, drug dose 
aciclovir: DT, drug therapy 
antiinf ective agent: DT, drug therapy 
cd4 antigen: EC, endogenous compound 
*cd5 antigen: DT, drug therapy 
cd8 antigen: EC, endogenous compound 
cotrifamole: DT, drug therapy 
cyclophosphamide: CB, drug combination 
cyclophosphamide: DO, drug dose 
cyclophosphamide: DT, drug therapy 
cytarabine: CB, drug combination 
cytarabine: DO, drug dose 
cytarabine: DT, drug therapy 
ganciclovir: DO, drug dose 
ganciclovir: DT, drug therapy 



wunotoxin 


AD, drug administration 


J.J5SS iJH 5* ■ 


CB, drug combination 


ixraxumofcoxin 


DO, drug dose 


ixratumot oxin 





methylprednisolone : CB, drug combination 
methylprednisolone : DO, drug dose 
methylprednisolone: DT, drug therapy 

tEi£lR.:....2'L> 9I}H.J::)}±~±Ei£ 
steroid: DO, drug dose 
steroid: DT, drug therapy 



RN (aciclovir) 59277-89-3; (cotrifamole) 57197-43-0; (cyclophosphamide) 
50-18-0; (cytarabine) 147-94-4, 69-74-9; (ganciclovir) 82410-32-0; 
(methylprednisolone) 6923-42-8, 83-43-2; (ricin) 9009-86-3 

CO xoma (United States) 

L147 ANSWER 66 OF 84 EMBASE COPYRIGHT (c) 2008 Elsevier B.V. All rights 

reserved on STN 
ACCESSION NUMBER: 1992326834 EMBASE Full-text 

TITLE: Targeting of specific domains of diphtheria t - 

by site-directed a^tibodies^ 
AUTHOR: Sesardic, D. (correspondence); Khan, V.; Corbel, M.J. 

CORPORATE SOURCE: Division of Bacteriology, Natl Inst Biologic Standards 

Control, Blanche Lane, South Mimms, Hertfordshire EN6 3QG, 

United Kingdom. 

SOURCE: Journal of General Microbiology, (1992) Vol. 138, No. 10, 

pp. 2197-2203. 

ISSN: 0022-1287 CODEN: JGMIAN 
COUNTRY: United Kingdom 

DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 026 Immunology, Serology and Transplantation 

037 Drug Literature Index 

004 Microbiology: Bacteriology, Mycology, Parasitology 

and Virology 
052 Toxicology 



10/565,331 

LANGUAGE : English 
SUMMARY LANGUAGE: English 

ENTRY DATE: Entered STN: 22 Nov 1992 

Last Updated on STN: 22 Nov 1992 
ED Entered STN: 22 Nov 1992 

Last Updated on STN: 22 Nov 1992 
AB Anvibccb-hi hiqhl elective for two functionally distinct regions of 
diphtheria toxin (DTx) 

immunogens . selected for synthesis: sequence DTx(141-157) 

on fragment A, which contains the putative protein elongation factor (EF-2) 
ADP-ribosyltransf erase site; DTx (224-237) on fragment B, selected on the basis 
of forming a predicted surface loop; and DTx(513-526) on fragment B, forming a 
part of the region containing the put .. All of 

i-h- mti- i — ognized the corresponding £e£t de, and also 

reacted with the , i - ifically with the fragment containing the sequence 

against which they were raised, confirming the utility of this approach in 
generating fragment-specific , N U\»u\< The rint : r-^-y: •• o : : o?-v -. fyyriy v/ith the 
highest fci.i2.di22 titre both to the peptide and to the. t flxir: v/ac the one 

prepared against the sequence with the highest surface and loop likelihood 
indices of the three £$&t ides selected. The similarity of the reactivity 
profiles with £^£t u ide and native and denatured tojdn is consistent with the 
prediction that the region selected occurs in a surface loop and that the 
structure of the y- * is similar to the conformation of this region in the 
native protein. The epitopes for two of the -inh- ^ .: 

mapped. The results indicated that even though the antisera were raised to 

taining 14 amino acids (aa) they were directed predominately 
against a narrow region within the pe ptide , consisting of only 5-6 aa 
residues. The predicted location of the pepticie and their epitopes was 
confirmed by inspection of the X-ray crystallographic structure of DTx. 
Antibodies to peptides were selective for the toxin , one binding to DTx some 
5-60-fold better than to diphtheria toxoid, presumably reflecting variability 
caused by toxoid preparation at this epitope. None of the antisera produced 
protected against DTx challenge in the guinea pig intradermal test in vivo. 
Although the availability of site-specific antibodie s that recognize 
neutralizing epitopes would be very valuable, ^JLLL'.'^ 0 '* such as those 
described here should prove extremely useful in the structure-function 
analysis of DTx. 
CT Medical Descriptors: 

adenosine diphosphate ribosylation 
animal experiment 
animal model 

Hi!Hi^525i£Ji££ilhii^ 
1LH™\ 

::}:.::.::.:i:.::.:.../::./:.::.^::.:.:J. 

article 

conjugate 
controlled study 
female 
guinea pig 
intracutaneous test 
intradermal drug administration 
nonhuman 

priority journal 
protein conformation 
protein domain 
protein structure 
p-: •:• r bi -iv:-:; -■■■a 
* toxin st* nature 
X ray crystallography 
CT Drug Descriptors: 
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elongation factor 2 
epitope 

'::Z::lJ}:.::.:.-.:...X5:.;:L.::::.i:.:. 

L147 ANSWER 67 OF 84 EMBASE COPYRIGHT (c) 2008 Elsevier B.V. All rights 

reserved on STN 
ACCESSION NUMBER: 1988145480 EMBASE Full-text 

TITLE: Protein A vector ic-cl toxins - II. Preparation and 

'in vitro' cytotoxic effect of protein A-ricin A chain 
- - -a coated human tumour 

celT s! 

AUTHOR: Ghetie, M.-A.; Moraru, I.; Margineanu, M. ; Ghetie, V. 

CORPORATE SOURCE: Laboratory of Immunochemistry , Babes Institute, R-76201 
Bucharest, Romania. 

SOURCE: Molecular Immunology, (1988) Vol. 25, No. 5, pp. 473-477. 

ISSN: 0161-5890 CODEN : IMCHAZ 
COUNTRY: United Kingdom 

DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 016 Cancer 

025 Hematology 

026 Immunology, Serology and Transplantation 
030 Clinical and Experimental Pharmacology 
037 Drug Literature Index 

052 Toxicology 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

ENTRY DATE: Entered STN: 11 Dec 1991 

Last Updated on STN: 11 Dec 1991 
ED Entered STN: 11 Dec 1991 

Last Updated on STN: 11 Dec 1991 
AB Protein A of Staphylococcus aureus was covalently bound to reduced ricir 
hain .. :. J - - N-succinimidyl 3- ( 2-pyr idyldithio ) propionate . The 
consisting mainly of one molecule of protein A bound to two molecules of 
chains (M(r) 107,000) was purified by tandem affinity chromatography on 
Sepharose 4B and IgG-Sepharose 4B. The purified protein A-A chain ■ 



was able 1 kill human lymphoma cells coated either with monoclonal 

mouse IgG2a anti-kappa antibody or with polyclonal rabbit anti- 
The cytotoxic activity of protein A-A chain 20 jug* a in conjunction with 
either mouse or rabbit anti-kappa antibodies was 10 times higher than that of 
rabbit IgG anti-mouse IgG coupled with A chain on Daudi cells coated with 
mouse anti- 100 times higher than that of rabbit anti-kappa 

i on non-coated Daudi cells. The cytotoxic effect 
of protein A-A chain c - it eel E nidi -11 ( : 10 (-12) M) 

was comparable with that of ricin .toxin on non-coated Daudi cells (2 x 10 (-12) 
M) . The results recommend the use of protein A-ricin A 

as a unique spe ifi f i the 'in vitro' killm ft i 1 - I 

target cells. 
Medical Descriptors: 
*cancer cell destruction 
cell culture 

*cytotoxicity 
daudi cell 
human 

Drug Descriptors: 

*a\onoclor»ai &x>t ibody 
*protein a 
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L147 ANSWER 68 OF 84 BIOSIS COPYRIGHT (c) 2008 The Thomson Corporation on 

STN DUPLICATE 2 

ACCESSION NUMBER: 1989:94249 BIOSIS Full-text 
DOCUMENT NUMBER: PREV1 9 8 9 8 7 0 4 83 8 5 ; BA87:48385 
TITLE: HUMAN FE F II E T T 

VAC C I NE S OF HAEMOPH I LUS- INFLUENZAE TYPE B 

3A( char ms AND diphtheria toxin. 

AUTHOR(S): SEPPALA I [Reprint author]; SARVAS H; MAKELA 0; MATT I LA P; 

ESKOLA J; KAYHTY H 
CORPORATE SOURCE: DEP BACTERIOLOGY AND IMMUNOLOGY, UNIV HELSINKI, 

HAARTMANINKATU 3, 00290 HELSINKI, FINLAND 
SOURCE: Scandinavian Journal of Immunology, (1988) Vol. 

28, No. 4, pp. 471-480. 

CODEN: SJIMAX. ISSN: 0300-9475. 
DOCUMENT TYPE: Article 
FILE SEGMENT: BA 
LANGUAGE: ENGLISH 

ENTRY DATE: Entered STN: 6 Feb 1989 

Last Updated on STN: 6 Feb 1989 

ED Entered STN: 6 Feb 1989 

Last Updated on STN: 6 Feb 1989 

AB Antigenicity of two Haemophilus influenzae type b (Hib) conjugate vaccines was 
studied by immunizing adults and 2-year-old children. Both vaccines induced 
strong anti-Hib responses and strong antibody responses to diphtheria toxin 
(DT) , the protein part of the conjugate. The adults' responses were stronger 
than the children's. A conjugate of Hib oli£Osaccharidg and mutant diphtheria 
toxin (HbOC) emerged as slightly superior to a conjugate of Hib polysaccharide 
and diphtheria toxoid (PRP-D) . HbOC induced somewhat higher total anti-Hib 
responses and significantly higher IgGl anti-Hib responses than PRP-D. IgGl 
and IgG2 were the main IgG subclasses of the anti-Hib antibodies, whereas IgGl 
and IgG4 were the main subclasses of the anti-DT antibodies. Within this main 
rule, the ratio IgGl/IgG2 of anti-Hib antibodies varied between individuals. 
The average ratio was higher than five in children but approximately one in 
adults. It was lower in adult recipients of the polysaccharide conjugate 
(0.69) than in adult recipients of the gligogagghari^ conjugate (1.55). A 
large interindividual variation was observed in concentrations of IgG2 of Hib 
specificity, perhaps reflecting a small number of IgG2-committed B-cell clones 
participating in the response. 

CC Cytology - Human 02508 

Biochemistry studies - Proteins, peptides and amino acids 10064 
Biochemistry studies - Carbohydrates 10068 
Metabolism - Carbohydrates 13004 

Metabolism - Proteins, peptides and amino acids 13012 
Blood - Blood cell studies 15004 

Blood - Lymphatic tissue and reticuloendothelial system 15008 
Pharmacology - Immunological processes and allergy 22018 
Immunology - Bacterial, viral and fungal 34504 
Medical and clinical microbiology - Bacteriology 36002 
IT Major Concepts 

Blood and Lymphatics (Transport and Circulation) ; Immune System 
(Chemical Coordination and Homeostasis); Infection; Metabolism; 
Pharmacology 
IT Miscellaneous Descriptors 

B CELL IMMUNOGLOBULIN 
ORGN Classifier 

Bacteria 05000 
Super Taxa 

Microorganisms 
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Taxa Notes 

Bacteria, Eubacteria, Microorganisms 
ORGN Classifier 

Irregular Nonsporing Gram-Positive Rods 08890 
Super Taxa 

Actinomycetes and Related Organisms; Eubacteria; Bacteria; 

Microorganisms 
Taxa Notes 

Bacteria, Eubacteria, Microorganisms 
ORGN Classifier 

Hominidae 86215 
Super Taxa 

Primates; Mammalia; Vertebrata; Chordata; Animalia 
Taxa Notes 

Animals, Chordates, Humans, Mammals, Primates, Vertebrates 
RN 58517-16-1 (DIPHTHERIA " ^ „\) 

L147 ANSWER 69 OF 84 BIOSIS COPYRIGHT (c) 2008 The Thomson Corporation on 

STN DUPLICATE 6 

ACCESSION NUMBER: 1983:238121 BIOSIS Full-text 
DOCUMENT NUMBER: PREV1 9 8 3 75 0 8 8 1 2 1 ; BA75:88121 

TITLE: W^V\ RESPONSES TO HAEMOPHILUS -INFLUENZAE TYPE 

B~ ANd""dTpHTHERIA TOXIN INDUCED BY 
CONJUGATES OF OLIGO SACCHARIDES OF THE 
?YPi"T7jAPSULE KITH THE^lOnTOXIC PROTEIN . . 

AUTHOR(S): ANDERSON P [Reprint author] 

CORPORATE SOURCE: DEP PEDIATR MICROBIOL, UNIV ROCHESTER MED CENT, ROCHESTER, 
NY 14642, USA 

SOURCE: Infection and Immunity, ( 1983 ) Vol. 39, No. 1, 

pp. 233-238. 

CODEN: INFIBR. ISSN: 0019-9567. 
DOCUMENT TYPE: Article 
FILE SEGMENT: BA 
LANGUAGE: ENGLISH 

AB from H. influenzae type b capsular polysaccharide 

and conjugated to CRM197 by reductive amination. Conjugates were made with a 
range of lengths and multiplicities of g&ffgfisrida chains. All elicited a 
strongly enhanced anti-H. influenzae type b capsular polysaccharide response 
when injected into weanling rabbits. One series of conjugates also elicited 

j s s to di[ hther i i 

CC Biochemistry methods - Proteins, peptides and amino acids 10054 
Biochemistry methods - Carbohydrates 10058 

Biochemistry studies - Proteins, peptides and amino acids 10064 
Biochemistry studies - Carbohydrates 10068 
Metabolism - Carbohydrates 13004 

Metabolism - Proteins, peptides and amino acids 13012 
Pharmacology - Immunological processes and allergy 22018 
Toxicology - General and methods 22501 
Toxicology - Antidotes and prevention 22505 
Pediatrics - 25000 

Physiology and biochemistry of bacteria 31000 
Immunology - General and methods 34502 
Immunology - Bacterial, viral and fungal 34504 
Medical and clinical microbiology - Bacteriology 36002 
IT Major Concepts 

Immune System (Chemical Coordination and Homeostasis) ; Infection; 
Pharmacology; Toxicology 
IT Miscellaneous Descriptors 

WEANLING RABBITS CHAIN LENGTH CHAIN MULTIPLICITY 
ORGN Classifier 
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Bacteria 05000 
Super Taxa 

Microorganisms 
Taxa Notes 

Bacteria, Eubacteria, Microorganisms 
ORGN Classifier 

Irregular Nonsporing Gram-Positive Rods 08890 
Super Taxa 

Actinomycetes and Related Organisms; Eubacteria; Bacteria; 

Microorganisms 
Taxa Notes 

Bacteria, Eubacteria, Microorganisms 
ORGN Classifier 

Leporidae 86040 
Super Taxa 

Lagomorpha; Mammalia; Vertebrata; Chordata; Animalia 
Taxa Notes 

Animals, Chordates, Lagomorphs, Mammals, Nonhuman Vertebrates, Nonhuman 
Mammals, Vertebrates 
RN 58517-16-1 (DIPHTHERIA [OX N) 

L147 ANSWER 70 OF 84 JAPIO (C) 2008 JPO on STN 
ACCESSION NUMBER: 1985-067431 JAPIO Full-text 

TITLE: MONOCLONAL ANTIBODY 

INVENTOR: NAGAIKE KAZUHIRO; MURAMATSU MINORU; HOSOKAWA SEIKO 

PATENT ASSIGNEE(S): MITSUBISHI CHEM IND LTD 

PATENT INFORMATION: 

PATENT NO KIND DATE ERA MAIN IPC 

JP 60067431 A 19850417 Showa MAg Q . 3 j"jM 

APPLICATION INFORMATION 

STN FORMAT: JP 1983-176771 19830924 

ORIGINAL: JP58176771 Showa 

PRIORITY APPLN. INFO.: JP 1983-176771 19830924 

SOURCE: PATENT ABSTRACTS OF JAPAN (CD-ROM), Unexamined 

Applications, Vol. 1985 

ED 20020206 

AB PURPOSE: To provide a monoclonal antibody recognizing the Salpha; -fetoprotein 
existing at the surface of cell membrane, and useful for the remedy of 
hepatocarcinoma, especially as an antibody for missile therapy. 
CONSTITUTION: A monoclonal antibody recognizing the α -fetoprotein (AFP) 
exsisting at the surface of cell membrane. In the markers of carcinoma, AFP 
and fetus antigen (CEA) are well known, and AFP is produced in various 
hepatocarcinoma and cerulein. Since said monoclonal antibody recognizes the 
AFP existing at the surface of cell membrane, it is suitable for the missile 
therapy by boad^.no; the i^tibodv with a carcinostatic agent or a tox.l« : The 
antibody can be prepared by (1) immunizing e.g. BALB/C mouse with AFP 
originated from human placenta, (2) extracting the spleen from the immunized 
animal, (3) carrying out the fusion with the mouse myeloma cell of e.g. P3-U1 
using ^oijfebhv^ i - ' by conventional method to obtain a hybridoma, and 
(4) separating from the supernatant liquid. The monoclonal antibody prepared 
by this process is effective to dye the hepatocarcinoma cerulein 
immunochemically, and to select the positive antibody. COPYRIGHT: 
(C) 1985, JPO&Japio 

IC I CM A61K033-395 

I C S G 0 1 ¥o 3 3 - 574' ; G01N033-577 

ICA C12N015-00; C12P021-00; C12Q001-04 
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2004163578 BIOENG Full-te xt 
1977846 

Tolerogenic conjugates of xenoge. 
antibodies i 



ic monoclonal 



AUTHOR: 

CORPORATE SOURCE 



DOCUMENT TYPE: 
LANGUAGE : 
SUMMARY LANGUAGE 
OTHER SOURCE: 



UP 



Induction of long-lasting tolerance to 
xenogeneic monoclonal antibodies. 
Maiti, PK; Lang, GM; Sehon, AH 

MRC Group Allergy Res., Dep. Immunol., Univ. Manitoba, 
Winnipeg, Man. R3E OW3, Canada 

ADVANCES IN THE APPLICATIONS OF MONOCLONAL ANTIBODIES IN 
CLINICAL ONCOLOGY., 1988, pp. 17-22, International 
Journal of Cancer [INT. J. CANCER.], no. 3 Suppl . 
Conference: 5. International Meeting at the Wolfson 
Institute, London (UK), 25-27 May 1988 
ISSN: 0020-7136 
Book; Conference 
English 
English 

Biotechnology Research Abstracts (through 1992); 
Immunology Abstracts 

20040602 

The therapeutic effectiveness of xenogeneic monocl I 
(xlg) or their conjugates with toxins (xlg-Tx) is undermined because of their 
inherent immunogenicity . This complication may be overcome by converting the 
antigenic xlg to tolerogenic derivatives by coupling an appropriate number of 

v s i ^ s * ^ i % % \ "«." >N (mPEG) chains onto an xlg molecule. In this 
study, the test system consisted of inbred mice and human (myeloma) 
monoclonal immunoglobulins (HIgG) which were used in lieu of xlg; the 
immunizing antigen was heat-aggregated HIgG. The results of a variety of 
experimental protocols demonstrate that a long-lasting suppression (>95%) of 
anti-HlgG antibodies for periods in excess of 300 days was achieved by 
administration of tolerogenic HlgG(mPEG) sub(n) conjugates in spite of 
multiple injections of the immunizing antigen. 
2004163578 BIOENG Full-text 

V.'.:'..:.'.:.::":..' 7. ^ N i x X N i " N ; antibody response; 

immunological tolerance 
monoclonal antibodies; conjugate; 
xenogeneic 
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New compound, useful in the manufacture of a medicament for 
inhibiting cell death or the translocation of a viral or 
bacterial toxin or viral transcription factor for treating or 
preventing bacterial or viral infections; 

a fusion protein toxin conjuqa-c* 
iHj in ii 1c rial 

useful for the prevention and therapy of bacterium and 

virus infection 
MURPHY J R; RATTS R; PEARSON D A 
BOSTON MEDICAL CENT CORP 
WO 2005014798 17 Feb 2005 
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Patent 
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DERWENT ABSTRACT: 

NOVELTY - A compound of formula (I), is new. 

DETAILED DESCRIPTION - The compound of formula (I), is new. X-AA210- 
AA211-AA212-AA213-AA214-AA215-AA216-AA217-AA218-AA219-AA2 2 0-AA2 21- AA2 2 2-Y 

(1) . X = H or chain of amino acids (1-5 residues substituted at the N- 
terminus with a nitrogen protecting group, Rl-C(O)-, or H) ; Y = H, OH, NH2, 
NHR2, NHR2R3, OR4, or chain of amino acids (1 to 76 residues substituted at 
the C-terminus with OH, NH2, NHR2, NHR2R3, or OR4); Rl = 1-6C alkyl, 6-10C 
aryl, 1-9C heterocyclyl , 1-6C alkoxy, 7-16C aralkyl, 2-15C heterocyclylalkyl , 
7-16C aralkoxy, 2-15C heterocyclyloxy , or moiety; R2 
and R3 = H, 1-6C alkyl, 6-10C aryl, 1-9C heteTocy7TyT7^-Tic™ar alkyl , 2-15C 
heterocyclylalkyl, or a _ _ hi _■; R4 = H, 1-6C alkyl, 6- 
10C aryl, 1-9C heterocyclyl, 1-6C alkoxy, 7-16C aralkyl, 2-15C 
heterocyclylalkyl, a carboxyl protecting group, or a 

moiety; AA210 = is Arg or Lys, preferably Arg; AA211 = is Asp or Glu, 
preferably Asp; AA212 = is Lys or Arg, preferably Lys; AA213 = is Thr, 
Ser, Ala, Gly, Val, Asn, or Gin, preferably Thr; AA214 = Lys or Arg, 
preferably Lys; AA215 = Thr, Ser, Ala, Gly, Val, Asn, or Gin, preferably Thr; 
AA216 = Lys or Arg, preferably Lys; AA217 = His, Leu or Val, preferably lie; 
AA218 = Glu or Asp, preferably Glu; AA219 = Ser, Ala, or Gly, preferably Ser; 
AA220 = Leu, His or Val, preferably Leu; AA221 = Lys or Arg, preferably Lys; 
and AA222 = Glu or Asp, preferably Glu. INDEPENDENT CLAIMS are also included 
for the following: (1) a compound having a nucleic acid sequence encoding the 
peptide sequence of the compound of formula (I); (2) a method of identifying 
a compound that inhibits cell death in a mammal; and (3) a method of 
identifying a compound that promotes cell death in a mammal. 

BIOTECHNOLOGY - Preferred Compound: The compound is useful in the 
manufacture of a medicament for inhibiting cell death in a mammal. The 
medicament further comprises a vehicle. The compound inhibits the 
translocation of a viral or bacterial toxin from the lumen of an endosome to 
the cytosol of the cell or the translocation of a viral or retroviral 
transcription factor. The toxin is an AB toxin. The toxin is Diphtheria 
toxin, a Botulinum toxin, Anthrax toxin LF or Anthrax toxin EF . The factor is 
human immunodeficiency virus reverse transcriptase. The factor is Tat. The 
nucleic acid sequence encodes a peptide sequence consisting of: (1) Arg-Asp- 
Lys-Thr-Lys-Thr-Lys-Ile-Glu-Ser-Leu-Lys-Glu-His-Gly-Pro- Ile-Lys-Asn-Lys-; 

(2) Asp-Trp- Asp-Val-Ile- Arg-Asp-Lys-Thr-Lys-Thr-Lys- Ile-Glu-Ser-Leu-Lys- 
Glu-His-GIy-; or (3) Arg-Asp-Lys-Thr-Lys-Thr-Lys-Ile- Glu-Ser-Leu-Lys-Glu- 
His-Gly-Pro-Ile-Lys- Asn-Lys . The nucleic acid sequence is operably linked to 
an inducible promoter. The expression of the peptide sequence is moderated by 
treating the cell with an agent consisting of doxycycline, retinal, 
cyclosporin or its analog, FK506, FK520, or rapamycin or its analog. 
Preferred Method: The compound is further reacted with a monoclonal antibody, 
or its fragment to form a covalent bond between a sulfur atom of the antibody 
and the maleimide group of the compound. Identifying a compound that inhibits 
cell death in a mammal comprises: (1) isolating endosomes from the cell; (2) 
placing the endosomes in a cytosolic buffer; (3) contacting the endosomes 
with a fusion protein-toxin, where the protein comprises a binding moiety for 
a component of the cell membrane of the cell and the toxin comprises a 
fragment of Diphtheria toxin; (4) contacting the endosomes with a cytosolic 
translocation factor complex; (5) contacting the endosomes with the compound; 
and (6) measuring translocation of the toxin, where a decreased level of the 
translocation relative to that observed in the absence of the compound 
indicates that the compound inhibits the cell death. The endosomes are early 
endosomes. The protein is IL-2. The fusion protein-toxin is DAB389IL-2. The 
cytosolic translocation factor comprises Hsp 90 and thioredoxin reductase. 
Measuring the translocation comprises measuring the ADP-ribosylation of 
elongation factor-2. Identifying a compound that promotes cell death in a 
mammal comprises: (1) isolating endosomes from the cell; (2) placing the 
endosomes in a cytosolic buffer; (3) contacting the endosomes with a fusion 
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protein-toxin, where the protein comprises a binding moiety for a component 
of the cell membrane of the cell and the toxin comprises a fragment of 
Diphtheria toxin; (4) contacting the endosomes with a cytosolic translocation 
factor complex; (5) contacting the endosomes with the compound; and (6) 
measuring translocation of the toxin, where an increased level of the 
translocation relative to that observed in the absence of the compound 
indicates that the compound promotes the cell death. 

ACTIVITY - Antibacterial; Virucide. No biological data given. 

MECHANISM OF ACTION - Vaccine. 

USE - The compound is useful in the manufacture of a medicament for 
inhibiting cell death in a mammal, or for inhibiting the translocation of a 
viral or bacterial toxin, e.g., Diphtheria toxin, a Botulinum toxin, Anthrax 
toxin LF or Anthrax toxin EF, from the lumen of an endosome to the cytosol of 
the cell or the translocation of a viral or retroviral transcription factor, 
e.g., human immunodeficiency virus reverse transcriptase or Tat (claimed) for 
treating or preventing bacterial or viral infections. 

EXAMPLE - No relevant examples given. (100 pages) 
AN 2005-09828 BIOTECHDS Full-text 

CC THERAPEUTICS, Protein Therapeutics; GENETIC TECHNIQUES and APPLICATIONS, 
Gene Expression Techniques and Analysis; DISEASE, HIV and Other Virus 
Infections; DISEASE, Infectious Disease (non-viral); PHARMACEUTICALS, 
Antibodies 

CT FUSION PROTEIN, DIPHTHERIA TOXIN, BOTULINUM TOXIN, ANTHRAX TOXIN, 
CONJUGATE, MONOCLONAL ANTIBODY, ENDOSOME, APPL . , BACTERIUM, VIRUS, 
INFECTION, PREVENTION, THERAPY PROTEIN ANTIBACTERIAL VIRUCIDE PROTEIN 
SEQUENCE (24, 15) 
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2003-04949 BIOTECHDS Full --text 

Producing antibodies in a mammal, useful in research, 
diagnostic, therapeutic or industrial applications, by 
administering an antibody-producing cell from a donor source 
to a non-rodent, non-human recipient mammal; 

antibody production via cell culture use in therapy and 

diagnosis 
ROBL J M; GOLDSBY R A 
AMHERST COLLEGE 

WO 2002074938 26 Sejs; 2002 

WO 2002-US8645 20 Mar 2002 
US 2001-277460 20 Mar 
2001 
Patent 
English 

WPI: 2002-759894 [82] 



US 2001-277460 20 Mar 



DERWENT ABSTRACT: 

NOVELTY - Producing antibodies in a mammal comprising administering an 
antibody-producing cell from a donor source to a non-rodent, non-human 
recipient mammal in a site other than the peritoneal cavity, or during the 
embryonic or fetal stage of the recipient mammal, is new. 

DETAILED DESCRIPTION - Producing antibodies in a mammal comprising: (a) 
administering an antibody-producing cell from a donor source to a non-rodent, 
non-human recipient mammal in a site other than the peritoneal cavity, and 
isolating the antibodies produced by the antibody-producing cell from the 
recipient mammal; or (b) administering an antibody-producing cell from a 
donor source to a non-rodent, non-human recipient mammal during the embryonic 
or fetal stage of the recipient mammal, and isolating the antibodies produced 
by the antibody-producing cell from the recipient mammal during the 
embryonic, fetal or postnatal stage of the recipient mammal. INDEPENDENT 
CLAIMS are also included for the following: (1) transplanting an antibody- 
producing cell into a recipient mammal or non-human mammal; and (2) treating 
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or preventing a diseases, disorder or infection in a mammal, comprising: (a) 
inserting a nucleic acid encoding a desired antibody into a cell obtained 
from the mammal to form an antibody-producing cell; and (b) administering the 
antibody-producing cell to the mammal. 

BIOTECHNOLOGY - Preferred Method: In these methods, the immune system of 
the recipient mammal is less responsive than normal. The antibody-producing 
cell is administered to a mammary gland, uterus, dewlap, brisket, scrotum, 
testicle or hump of the recipient mammal. The antibody-producing cell 
(preferably at least 10 antibody-producing cells) is administered 
subcutaneously to the recipient mammal. These antibodies are isolated from 
the blood, milk or lymph of the recipient mammal. The antibodies are 
monoclonal, polyclonal, humanized or bif unctional . These 
covalently IxakvS to a \ i , therapeutically active compound, enzyme, 
cytokine or affinity tag. The method further comprises administering a 
compound that inhibits B-cell activity to the recipient mammal in order to 
reduce such activity in the mammal. The method further comprises 
administering a compound that inhibits T-cell activity to the recipient 
mammal in order to reduce the T-cell activity in the mammal. The antibody- 
producing cell may also be obtained from a donor source of a different genus 
or species as the recipient mammal. The method further comprises 
administering a cell (preferably an adult bone marrow cell or a fetal cell) 
of the same genus or species as the donor source to the recipient mammal 
during the normal period of immune system development of the recipient 
mammal. The method further includes administering a protein (specifically a 
serum protein) from a cell, embryo, fetus or mammal of the same genus or 
species as the donor source to the recipient mammal during the normal period 
of immune system development of the recipient mammal. In method (1), 
transplanting an antibody-producing cell into a recipient mammal comprises: 
(a) tolerizing the recipient mammal to the antibody-producing cell or to the 
antibodies produced by the antibody-producing cell; and (b) administering the 
antibody-producing cell to the recipient mammal. The antibody-producing cell 
may also be obtained from a donor source of a different genus or species as 
the recipient mammal. The tolerization comprises administering a cell 
(preferably an adult bone marrow cell or a fetal cell) of the same genus or 
species as the donor source to the recipient mammal during the normal period 
of immune system development of the recipient mammal. Tolerization also 
comprises administering the serum protein from a cell, embryo, fetus or 
mammal of the same genus or species as the donor source to the recipient 
mammal during the normal period of immune system development of the recipient 
mammal. The method may also comprise: (a) suppressing the immune system of 
the recipient mammal by administering a compound that inhibits B-cell and/or 
T-cell activity to the recipient mammal; and (b) administering an antibody- 
producing cell to the recipient mammal . Preferably , the recipient mammal is a 
human and the antibody-producing cell is a human cell. Transplanting an 
antibody-producing cell into a non-human recipient mammal may also comprise 
administering an antibody-producing cell to a recipient chimeric mammal, or 
to a mammal having a mutation that reduces or eliminates the expression or 
activity of immunoglobulin (Ig)M, IgD, IgG, IgE, IgA, RAG1 or RAG 2 . 
Preferably, the compound that inhibits B-cell activity is an anti-IgM 
antibody. The compound that inhibits T-cell activity is preferably 
cyclosporin, azathioprine, dexamethasone, an anti-CD3 antibody, an anti-CD2 
antibody or an anti-CD25 antibody. The compound is administered to the 
recipient mammal during or after the normal period of immune system 
development of the recipient mammal. Method (2) further comprises inserting a 
nucleic acid encoding an oncogene prior to step (a) , and removing the nucleic 
acid encoding an oncogene prior to step (b) . Preferred Recipient Mammal: The 
recipient mammal is a chimeric mammal that comprises both cells of the same 
genus or species as the donor source and cells of a different genus or 
species. This chimeric mammal is generated by administering cells of the same 
genus or species as the antibody-producing cell to the recipient mammal 
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during the embryonic or fetal stage of the recipient mammal. The recipient 
mammal may also comprise a mutation (which is preferably a homozygous 
mutation) that reduces or eliminates the expression or activity of IgM, IgD, 
IgG, IgE, IgA, RAG1 or RAG 2 . The recipient mammal is a sheep, goat, buffalo, 
rabbit, pig, or preferably a cow or human. 

USE - The method is useful for producing antibodies in mammals. The 
antibodies produced are useful in research, diagnostic, therapeutic or 
industrial applications. 

ADMINISTRATION - The antibody-producing cell (preferably at least 10 
antibody-producing cells) is administered subcutaneously to the recipient 
mammal (claimed) . 

ADVANTAGE - The present method is rapid and less expensive than prior 
methods. This method also produces little or no discomfort in the mammals 
that generate the antibodies. 

EXAMPLE - A mouse hybridoma that secretes anti-tetanus antibody was 
produced using standard methods by Mi . > )- i i t-d 

fusion of mouse SP2/0 cells with spleen cells from a Balb/C mouse immunized 
with tetanus toxoid. 5x10 to the power 8 cells of this hybridoma were 
injected into the dewlap, and 5x10 to the power 8 cells were injected into 
the mammary region of a 14 day old male calf. A blood sample was taken 10 
days after implantation contained mouse immunoglobulin, which reacted with 
tetanus toxoid but did not react with bovine serum albumin (BSA) or a peptide 
derived from beta amyloid protein, based in standard enzyme linked 
immunosorbent assay (ELISA) analysis. (60 pages) 
AN 2003-04949 BIOTECHDS Full-text 
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New human antibody that specifically binds to Pseudomonas 
aeruginosa lipopolysaccharide, useful for treating or 
preventing Pseudomonas aeruginosa infection in patients with 
burns or prosthesis; 

antibody engineering for use in infection therapy 
SCHREIBER J R; KAMBOJ K K 
SCHREIBER J R; KAMBOJ K K 
WO 2002020619 14 Mar 2002 
WO 2000-US28019 S op 2000 
US 2001-259472 3 Jan 2001 
Patent 
English 



WPI: 2002-351767 [38] 
AB DERWENT ABSTRACT: 

NOVELTY - An isolated human antibody or its antigen-binding portion (I), that 
was expressed in a non-human animal and specifically binds to Pseudomonas 
aeruginosa (PA) lipopolysaccharide (LPS) , is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: (1) a pharmaceutical composition (PC) comprising (I); (2) a kit 
(K) comprising (I), a pharmaceutically acceptable carrier and a container; 
(3) an isolated cell line (II) that produces (I); (4) producing (I); (5) a 
nucleic acid molecule (III) isolated from a non-human animal that encodes a 
human antibody heavy chain (Abl), or a human antibody light chain (Ab2) or 
their antigen-binding portion that specifically binds to PA LPS; (6) a vector 
(IV) comprising (III); (7) an isolated host cell (Va) comprising, (III) or 
(IV); (8) recombinantly producing Abl and/or Ab2 ; (9) an isolated heavy chain 
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or light chain or their antigen-binding portions obtained from (I), encoded 
by (III), or isolated from (Va) ; (10) a non-human transgenic animal (VI) 
comprising (III); (11) a fusion protein (VII) comprising (I) and a second 
polypeptide sequence; (12) a hybridoma cell line (VIII) that produces the S20 
mAb, and having a specific American Type Culture Collection Accession Number; 
(13) a monoclonal antibody produced by (VIII); (14) a human monoclonal 
antibody (IX) or its antigen-binding portion that inhibits the binding of 
(I); and (15) a passive vaccine for preventing or inhibiting PA infection, 
comprising (I) or (IX). 

BIOTECHNOLOGY - Preparation: (I) is obtained by culturing a non-human 
cell capable of producing (I) under conditions in which (I) is produced, and 
isolating the antibody from the cell culture. The cell is a hybridoma or is 
transformed with isolated nucleic acids encoding (I), where the cell is 
bacterial, yeast, insect, amphibian, or mammalian. The mammalian cell is 
human, mouse, rat, dog, monkey, goat, pig, bovine or hamster. It is 
preferably a HeLa cell, a NIH 3T3 cell, a Chinese hamster Ovary (CHO) cell, a 
Baby Hamster Kidney (BHK) cell, a VERO cell, a CV-1 cell, a NS/0 cell, or a 
COS cell. (I) is also produced by: (a) immunizing a non-human animal having 
incorporated a human immunoglobulin locus, with a PA antigenic composition; 
(b) allowing the non-human animal to mount a humoral response to the 
antigenic composition; and (c) isolating the human antibody from the non- 
human animal. Alternately, (I) is produced by: (a) immunizing a non-human 
animal comprising a human immunoglobulin locus, with an antigen selected 
from: (i) a PA LPS preparation; (ii) a virile PA cell preparation; or (iii) 
an attenuated or killed PA cell preparation; (b) allowing the non-human 
animal to mount an immune response to the antigen; and (c) isolating the 
antibody from the non-human animal. The antibody is isolated from the animal 
or cell that is free of contaminating human biomaterials . Preferred Antibody: 
(I) opsonizes and facilitates phagocytosis of, enhances the immune response 
to, and facilitates the killing of, PA cells, by delivering an agent lethal 
to PA cells. (I) inhibits PA infection, and binds to PA LPS with a 
dissociation constant (Kd) of 1 - 5 x 10 to the power of -7 M, preferably 1 - 
5 x 10 to the power of -8 M. PA LPS is derived from a PA strain 06ad, Oil, 
Habsl6, 170003 or PA01 Halloway. (I) has a half-life in vivo of 1 hour to 30 
days, preferably 1 hour to 15 days. (I) is derived from an immunoglobulin 
molecule having a heavy chain isotype chosen from immunoglobulin G (IgG), 
IgM, IgE, IgA and IgD. (I) comprises a kappa light chain and its framework 
sequences encoded by a Vk2/A2 gene, or a lambda light chain. The kappa light 
chain comprises a sequence of 127 amino acids, given in the specification, 
encoded by a sequence comprising 381 nucleotides, given in the specification. 
(I) further comprises a heavy chain composed of variable (V), diversity (D), 
and Joining (J) regions composed of their framework sequences. Region (V) is 
encoded by a human VH3/V3-33 gene, and (D) is encoded by a human D2-8 gene, 
and (J) is encoded by a human JH4b gene. The heavy chain comprises a sequence 
of 154 amino acids, given in the specification, encoded by a sequence of 462 
nucleotides, given in the specification. (I) is a single chain or bispecific 
chimeric antibody. (I) is derivatized 1H1 , m-thyl or 

ethyl group or carbohydrate group. (I) is a fusion with a second protein. (I) 
specifically binds to an PA LPS O-specific side chain, preferably to PA 
strain PA01 LPS O-specific side chain or PA strain 1/0003 LPS O-specific side 
chain. The - •> •> ^ or antigen- s ^ ^D_cion of it is labeled with a 

radiolabel, enzyme label, fluorescent label, t v \ , magnetic agent, second 
antibody, affinity label, epitope tag, antibiotic, complement protein or 
cytokine. The isolated heavy chain or antigen binding-portion is mu, gamma, 
delta, epsilon, or alpha, and comprises 1-10 amino acid substitutions that 
increase the serum half-life of the antibody. Preferred Animal: (VI) is a 
mouse, rat, hamster, cow, sheep, primate, horse or pig. (I) is expressed on 
the surface of cells derived from the animal's B-lymphocyte cells or its 
progeny. (I) is secreted into lymph, blood, milk, saliva or ascites of the 
animal. The relative binding avidity of (I) is 1.0. Preferred Nucleic Acid: 
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(III) comprises a sequence of 462 nucleotides encoding Abl or a sequence of 
381 nucleotides encoding Ab2, where the sequences are given in the 
specification . 

ACTIVITY - Antibacterial. 

MECHANISM OF ACTION - Phagocytosis of PA opsonizer and facilitator; 
immune response to PA enhancer; PA infection inhibitor (claimed); vaccine. 
The protective efficacy of (I) against invasive infection with P. aeruginosa 
(PA) was measured in the neutropenic mouse model. Six week-old female BALB/c 
ByJ mice were maintained in a pathogen-free, pseudomonas-f ree environment. 
Neutropenia was established by administering 3 mg of cyclophosphamide, 
intraperitoneally (i.p.) to each mouse on days 1, 3 and 5. On day 5, 
cyclophosphamide was administered at time 0 hours, and 2 hours later 10 
micrograms of S20 or phosphate buffered saline (PBS) control was administered 
i.p., followed by 10 to the power of 3 colony forming units (cfu) of live P. 
aeruginosa 06ad PA two hours later. Mice were observed daily and mortality 
was the outcome measured. Infected mice treated with the PBS control began 
dying one day after PA infection. After two days, 100 % of the mice treated 
with S20 antibody showed protection and were alive two days after PA 
infection, demonstrating the protective potential of S20 in preventing PA- 
related fatalities in patients. 

USE - (I) is useful for treating or preventing PA infection in patients 
with burns or prosthesis, or a surgical, respiratory, cancer, cystic fibrosis 
or an immunocompromised patient. (I) is also useful for detecting the 
presence of PA in a biological sample (claimed) . 

ADMINISTRATION - (I) is administered through transmucosal , oral, 
inhalation, ocular, rectal, long acting implantation, liposomes, emulsion, 
cream, topical or sustained release means (claimed) . No dosage is specified. 

EXAMPLE - Pseudomonas aeruginosa (PA) serotype 06ad was used for mouse 
immunizations, mouse protection assays and opsonic assays. Bacteria for mouse 
challenge assays were incubated at 37 degrees Centigrade, and 1 colony 
forming unit (cfu) was inoculated into Luria-Bertani (LB) broth and was 
incubated at 37 degrees Centigrade in a shaking water bath to a concentration 
of 5 x 10 to the power of 8 cfu/ml. Bacteria were centrifuged, resuspended, 
washed, grown for immunizations and heat-killed at 60 degrees Centigrade for 
1 hour. A high molecular weight (MW) polysaccharide portion of 
lipopolysaccharide (LPS) O-specific side chains from PA strains 06ad, 011, 
Habsl6, 170003, and PA01 Halloway LPS were made and were lyophilized. The 
high MW PS were used to coat 96-well plates for enzyme-linked immunosorbant 
assays (ELISA) . The 06ad high MW PS was also used in blocking and avidity. 
Mice that were transgenic for human heavy and light immunoglobulin (Ig) were 
bred and maintained. The strain of Xenomouse (RTM) used was Xma2a-3, which 
was an Ig-inactivated mouse reconstituted with a yeast artificial chromosome 
(YAC) containing cointegrated human heavy and light chain transgenes. Mice 
were immunized with 10 to the power of 7 heat-killed PA 06ad PA twice per 
week intraperitoneally (i.p.) and/or in foot pad, and their sera screened for 
anti-PA 06ad LPS antibodies by ELISA. Hybridomas were generated by fusing 
spleen and/or lymph node cells from immunized, seropositive Xenomouse (RTM) 
animals with a nonsecreting sp2/0 myeloma cell line. Supernatants from 
hybridomas were screened for production of human anti-PA 06ad LPS by ELISA, 
and hybridomas found to be secreting IgG anti-LPS antibodies were then cloned 
three times by limiting dilution. One IgG2-secreting clone (S20) was chosen 
based on initial measurements of strength of binding to solid phase PA 06ad 
PS. (84 pages) 
AN 2002-13076 BIOTECHDS Full-text 
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E.G. HYBRIDOMA, BACTERIUM, YEAST, INSECT, AMPHIBIAN, MAMMAL, HUMAN, 
MOUSE, RAT, DOG, MONKEY, GOAT, PIG, CATTLE, HAMSTER CELL, HELA, NIH3T3, 
CHO, BHK, VERO, CV-1, NS/0, COS CELL CULTURE, NON-HUMAN TRANSGENIC 
ANIMAL, ANTIBODY ENGINEERING, APPL . BURN PATIENT INFECTION, 
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TUMOR MOUSE FIBROBLAST CHINESE HAMSTER OVARY BABY HAMSTER KIDNEY MONKEY 
KIDNEY (21, 40) 
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Patent 
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WPI: 1995-224151 [29] 
AB A new mutated recombinant antibody (Ab) or Ab fragment has a non-native Asn 

glycoiylcrs'Vi it- it i it ion 1 of the light chain. Also new are: soluble 
immunocon jugates of a Fab, Fab', F(ab)2, F(ab')2, Fv or single chain Fv 
fragment including a light chain variable region substituted by a 
carbohydrate at position 18 and a polymer with over 1 free amino group (for 
covalent bonding to the carbohydrate substituent) and many covalently bound 
drug, toxin, chelator, boron addend or detectable label molecules; and 
similar soluble immunocon jugates, but with more than 1 drug, toxin, chelator, 
PEG , boron addend or detectable label covalently linked to the carbohydrate 
substituent. The cosvi 3 ^ e 5 retain the immunoreactivity of the antibo dy 
fragment. The immunocon jugates when labeled are useful for diagnosis of 
diseases where the Ab is specific for a disease-associated antigen and for 
therapy of e.g. myocardial infarction, deep vein thrombosis, atherosclerosis, 
inflammatory disease, cancer and autoimmune disease. (86pp) 
AN 1995-13156 BIOTECHDS Full-text 
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AB The purified carbohydrate, CML-G2, of structure (I) is new. (I) is a 

specific marker from chronic myelogenous leukemia (CML) cells. It is 
immunogenic and can be used to produce polyclonal and monoclonal antibodies 
for diagnosis and therapy. It is isolated from granulocyte cells from CML 
patients using column chromatography, HPLC and high perf ormance-TLC . In an 
example of the preparation of CML-G2 specific monoclonal antibodies, BALB/c 
mice were immunized with CML-G2, and spleen cells from immunized mice were 
fused with other mammalian myeloma cells at a fusion ratio of 10:1 in 35% 

- Hybridomas were selected in HAT-containing medium and were screened for 
reactivity against CML-G2 via ELISA. Positive clones were expanded and 
subcloned twice. The resulting monoclonal a be ££illiSated with 

diphtheria :o\ ' A chain or with ricin to form immunotoxins . The antibodies 
and immunotoxins are used in the therapy and diagnosis of CML. (9pp) 

AN 1990-12597 BIOTECHDS F ull-text 
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LANGUAGE: English 

OTHER SOURCE: WPI: 1989-039632 [05] 

AB A protein of mol. weight 70-75,000 and with specific binding affinity to an 

epitope of interleukin-2 (IL-2) is new. The protein rests on IL-2-activated 
large granular lymphocytes and is a component of a high affinity interleukin- 
2 receptor. Also new are: (1) lymphokine-activated killer (LAK) cells 
produced by the interaction of lymphocytes that express the protein with IL- 
2W1; (2) a method for destroying LAK-sensitive cells which comprises 
contacting them with the LAK cells; (3) IL-2W1; (4) IL-2W2; (5) a 
pharmaceutical composition comprising an effective amount of LAK and a 
carrier; (6) anti-p'/0-'/b antibody or its fr igrnent; (7) i p70- S !:.-:l'±^22Z 

gated to a cytotoxic agent ( - . j . L r a radionuclide); and (8) a 
method for neutralizing or killing p70-75 expressing cells using the 
antibody. In an example, p70-75 was injected twice into BALB/c mice at 3-wk- 
intervals. Spleen cells were fused with NS1 mouse myeloma cells using 30% 
PEG and hybridomas were selected in HAT medium and tested for monoclonal 
antibody production in an ELISA. Positive hybridomas were cloned by limiting 
dilution. (19pp) 
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AB A new process for treating B-lymphocyte tumors (e.g. leukemia) in mammals 

involves administ . comprises an IgD- 

spccitic *t.i~? v and one or more toxin molecules. Suitable fcoxirss include 
the A-chain portion of ricin, abrin, modeccine, botulina, and diphtheria 
toxin. The antibody can be an Fab, Fab', Fab' 2, or Fv fragment. The 
toxin (s) is coupled to the antibody either by direct condensation or via a 
bridging group e.g. diisocyanate, or glutaraldehyde . In an example, spleen 
cells from BALB/c mice bearing the monoclonal mouse B-lymphocyte leukemia 
tumor BCL1 were stimulated and fused with P3/X63-Ag.8 myeloma cells using 
The resultant hybridomas secreted IgM-lambda. IgM was purified from 
ascites and used to stimulate production of rabbit anti-idiotype . Rabbits 
were immunized with 100 ug IgM in complete Freund's adjuvant (CFA) . 100 ug 
Boosters were administered 4 wk later, and 100 ug booster in CFA were 
administered when titers of immunoglobulin production dropped after 1 wk-1 
yr. The anti-idiotype was purified by affinity chromatography and were 
conjugated with toxin. (9pp) 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The human lymphoblastoid B-lymphocyte cell line WI-L2-729 HF2 was fused with 

B-lymphocytes derived from peripheral blood or from spleens. Before fusion 
the mononuclear cells were thawed and stimulated for 4 days with pokeweed 
mitogen and tetanus toxoid (TToxoid) . HF2 cells and precultured spleen cells 
were washed twice with serum-free medium and cells were pelleted together and 

selected on medium containing 
hypoxanthine and azaserine. 2 Hybridomas were selected based on high binding 
activity using ELISA for TToxoid. Both hybridomas were cloned twice and 
designated TT1 and TT2 which exhibited stable production of monoclonal 



233 



10/565,331 

antibody over several months. These 2 monoclonal antibodies bound the heavy 
chain portion of the B-fragment (TT1) and on the C-fragment (TT2) of the 
toxin. Together the 2 ant i£££^ss showed higher activity than either 

reagent alone. In an in vivo neutralization assay mice were completely 
protected against TToxin by the combination of the 2 antibodies while either 
antibody alone resulted only in a delay in the death of the mice. (15 ref) 
1986-09982 BIOTECHDS Full -text 
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SOURCE: Infect. Immun.; (1984) 45, 3, 604-09 

CODEN: INFIBR 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB 57 Hybridomas producing monclonal antibodies to tetanus toxoid or to the I-bv 

or B-IIb fragment of the toxin were isolated. BALB/c mice were injected s.c. 
with tetanus toxoid and at monthly intervals the mice were given 3 additional 
boosters. Mice immunized with the B-IIb fragment of toxin were injected 
similarly and those immunized with the I-bc fragment were injected in each 
hind footpad. Booster injections were given as described for tetanus toxoid. 
4 Days before the mice were killed they received an i.v. injection of 
antigen. Spleen cells were fused with Sp2/0 myeloma cells using vvJX^ v v 

hybrid cells were cultured and monoclonal antibodies were 
detected in hybridoma supernatant solutions by an ELISA. Competitive 
inhibition studies demonstrated that monoclonal antibodies from mice 
immunized with the toxoid bound to at least 20 different epitopes on the 
toxoid molecule. The binding of a few antibodies was studied in more detail. 
(23 ref) 

AN 1984-10843 BIOTECHDS Full-text 

CC J CELL CULTURE; Jl AnimaT'CelT Culture ; D PHARMACEUTICALS; D5 Other 
Pharmaceuticals 

CT TETANUS TOXOID MONOCLONAL ANTIBODY PREP., CHARACTERIZATION, HYBRIDOMA 
CONSTRUCTION 



L147 ANSWER 81 OF 84 BIOTECHDS COPYRIGHT 2008 THE THOMSON CORP. on STN 
ACCESSION NUMBER: 1984-10330 BIOTECHDS Full-text 

Cross-reactivity of monoclonal antibodies against Clostridium 
perfringens theta toxin with streptolysin 0; 

hybridoma construction and monoclonal antibody preparation 
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CODEN: CUMIDD 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB A BALB/c mouse was primed with an i.p. injection of alum-precipitated 

Clostridium perfringens theta toxoid supplemented with pertussis toxoid. 
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After 7 wk, theta toxoid was given i.v. without adjuvant. 3 Days later, 
spleen cells were fused to SP2/0-Agl4 myeloma cells using b0% £ 
alycoi 4000. After selection of hybridoma cells in hypoxanthine, 
aminopterin, thymidine medium, the presence of monoclonal antibody against 
theta toxin in the culture fluids was tested by ELISA. Selected lines were 
cloned by limiting dilution, and monoclonal antibodies were prepared by 
injection of hybridoma cells into pristane-primed BALB/c mice for ascites 
fluid production. 6 Monoclonal antibodies were characterized. 4 Were non- 
neutralizing for theta N x •> and were non-cross-reacting with streptolysin 0 
(SLO) . The other H10 and 2C5) were cross- x v and cross- 

neutralizing with SLO. Neutralizing activity of 3H10 was higher than that of 
2Cb on the basis of the binding activity with theta tosixn and SLO. Both 

* ' " inhibited hemolysis even after binda.r.g of the toxins to sheep RBC. 

7T:"To T ) 

AN 1984-10330 BIOTECHDS Full-text 

CC J CELL CULTURE; Jl Animal Cell Culture 

CT CLOSTR. PERFRINGENS THETA TOXIN MONOCLONAL ANTIBODY PREP., 

CROSS-REACTIVITY WITH STREPTOLYSIN 0, HYBRIDOMA CONSTRUCTION 

L147 ANSWER 82 OF 84 BIOTECHDS COPYRIGHT 2008 THE THOMSON CORP. on STN 
ACCESSION NUMBER: 1983-06620 BIOTECHDS Fu I i ■ exl 

TITLE: Development aspects of immunologically characterized proteins 

the application of hybridoma technology and monoclonal 
antibody production to clinical diagnosis 
AUTHOR: Falkenberg F W; Gantenberg W; Juergenliemk I; Mayer M; 

Pierard D; Riffelmann H D 
LOCATION: Department of Medical Microbiology and Immunology, Division 

of Medicine, Ruhr-Universitaet of Bochum, 4630 Bochum, 
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LANGUAGE: English 

AB Hybridoma technology and the production of monoclonal antibody is discussed 

in relation to the development of clinical tests, using the example of 
monoclonal antibodies to human kidney tissue antigens. These antibodies were 
prepared as follows: immune cells were obtained from mice hyperimmunized with 
human kidney cortex plasma membranes. The cells were fused with NS-1 
plasmacytoma cells u ^ridomas were selected, 

cloned on soft agar, and used for the production of ascitic fluid. Specific 
monoclonal antibodies were detected by indirect immunofluorescence. 50 
Monoclonal antibodies were obtained and were used for the detection of 
antigens in kidney related disease. Antibodies to bacteria, viruses and 
parasites could be very useful for rapid identification of disease causing 
organisms. Human tumor specific antibodies could be used to diagnose cancers 
and possibly in treatment. vvv ■> ^ ^^"v^ with \. \ i such as cis- 

platinum or daunamycin have been used to specifically attack tumor cells. 
(27 ref) 
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Cancer therapy using murine monoclon iJ , i idiolabelled as in 

radioimmunotherapy oi CQttjttffatecI to 1m t ' or enzymes in antibody 

directed enzyme prodrug therapy (ADEPT) usually leads to the production of 
human anti-mouse antibodies (HAMA) and human anti-toxin or human anti- 
enzyme antibodies in the patient. In most cases, this response interferes 
with the delivery of the antibody or the conjugate to the target and may 
also lead to adverse clinical side effects. The immune response to 
antibodies and enzymes may partly be avoided by use of humanised antibodies 
and human enzymes and immunosuppression. This chapter outlines some of the 
problems associated with the use of murine monoclonal antibodies conjugated 
to a bacterial enzyme and some of the approaches that have been studied to 
reduce the immunogenicity of proteins. 
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ED Entered STN: 1994 

Last Updated on STN: 1994 

AB J Mi unconjugated and o " \; x , to u have been reported 

to be effective treatment for some cancers and toxicity has been modest. 
However, the results have not been as dramatic as expected considering the 
unique specificity of targeting of monoclonal antibodies. This appears to 
be due in part to disappointingly low accumulation of antibody in the tumor 
relative to that administered. While interleukin 2 (IL-2) is not known to 
have significant, specific targeting for cancer, it's use has led to 
therapeutic results in a few cancers. Toxicity, primarily a vascular 
leakage syndrome, has severely restricted this treatment. Because the 
vessel walls represent a barrier to the egress of large molecules like 
immunoglobulins, we examined the potential of rIL-2 modified by conjugation 
with ^ \o ^ * v » L-2) to increase tumor uptake of a 

monoclonal antibody, Lym-1, in nude mice implanted with Raji human 
lymphoma. A dose dependent enhancement of tumor concentration of antibody 
was observed after a single injection of PEG-IL-2. The maximum enhancement 
of tumor concentration of antibody by PEG-IL-2 was a factor of two-times. 
The interval of time between injection of PEG-IL-2 and injection of the 
antibody was also significant. No toxicity, but some increase in wet- 
weight and decrease in antibody concentration in most non-tumored tissues, 
was observed at doses of PEG-IL-2 of 8,000-80,000 IU. These results 
provide evidence for the potential of relatively nontoxic doses of PEG-IL-2 
to enhance the efficacy of cancer treatment with monoclonal antibodies. In 
addition to the impetus for similar studies in patients, these observations 
justify additional studies to explore the mechanisms of action of IL-2 in 
the nude mouse. 
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=> d que nos 151 

LI 1 SEA FILE=HCAPLUS ABB=ON PLU=ON US2 0 0 6-56 533 1 /APPS 

L4 1 SEA FILE=REGISTRY ABB=ON PLU=ON 2 53 2 2-6 8-3 /RN 

L5 QUE ABB=ON PLU=ON "25322-68-3" OR "25322-68-3D" OR "25 

322-68-3DP" 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS , SO, PA 

Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANTIBOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 4 QUE ABB=ON PLU=ON 7GLYCOSYL? 

L15 QUE ABB=ON PLU=ON AMPLIF? 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 
L18 QUE ABB=ON PLU=ON ?POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

L19 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR ? 

POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (?POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (P0LY(1T)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON (POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 

POLY ( IT) OXY ( IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY(IW) (OXY(4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 

L23 QUE ABB=ON PLU=ON 7PEPTID? OR POLYPEPTID? OR OLIGOPEPT 

ID? OR DIPEPTID? OR TRIPEPTID? OR TETRAPEPTID? OR PENTAPE 
PTID? OR HEXAPEPTID? 

L2 4 QUE ABB=ON PLU=ON SUGAR OR MONOSACCHARID? OR OLIGOSACC 

HARID? OR SACCHARID? OR FURANOS? OR HEXOS? OR PYRANOS? OR 
PENTOS? 

L25 QUE ABB=ON PLU=ON "ANTIBODIES AND IMMUNOGLOBULINS " +PFT 

,OLD,NEW,NT/CT 

L26 QUE ABB=ON PLU=ON TOXINS+PFT, OLD, NEW, NT/CT 

L27 QUE ABB=ON PLU=ON POLYOXYALKYLENES+PFT, OLD, NEW, NT/CT 

L28 QUE ABB=ON PLU=ON "DRUG DELIVERY SYSTEMS " +PFT , OLD, NEW, 

NT/CT 

L29 QUE ABB=ON PLU=ON A6 1K0 039-3 9 5 / IPC 

L30 QUE ABB=ON PLU=ON A6 1K0 039-4 4 / IPC 

L31 QUE ABB=ON PLU=ON CO 7K0 0 16-46 / IPC 

L32 QUE ABB=ON PLU=ON CO 7K0 0 1 7-0 8 / IPC 

L33 STR 

L35 120 SEA FILE=REGISTRY SSS FUL L33 

L36 501 SEA FILE=HCAPLUS ABB=ON PLU=ON L25 (L)((L16 OR L17)(L)L13) 

L38 1547 SEA FILE=HCAPLUS ABB=ON PLU=ON L26 (L)((L11 OR L12)(L)(L16 

OR L17) ) 

L39 1800 SEA FILE=HCAPLUS ABB=ON PLU=ON L36 OR L38 

L40 106288 SEA FILE=HCAPLUS ABB=ON PLU=ON L4 

L41 48 SEA FILE=HCAPLUS ABB=ON PLU=ON L39 AND (L40 OR L5 OR (L19 OR 

L20 OR L21 OR L22) ) 
L42 6 7 SEA FILE=HCAPLUS ABB=ON PLU=ON L35 

L43 0 SEA FILE=HCAPLUS ABB=ON PLU=ON L42 (L)((L16 OR L17)(L)L13) 

L44 9 SEA FILE=HCAPLUS ABB=ON PLU=ON L42 (L) (L16 OR L17) 
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L45 3 SEA FILE=HCAPLUS ABB=ON PLU=ON L44 AND ((Lll OR L12) OR L25 

OR (L29 OR L30 OR L31 OR L32)) 
L46 57 SEA FILE=HCAPLUS ABB=ON PLU=ON L41 OR (L43 OR L44 OR L45) 

L47 57 SEA FILE=HCAPLUS ABB=ON PLU=ON L46 AND (Lll OR L12 OR L13 OR 

L14 OR L15 OR L16 OR L17 OR L18 OR L19 OR L20 OR L21 OR L22 OR 

L23 OR L24 OR L25 OR L26 OR L27 OR L28) 
L4 8 5 7 SEA FILE=HCAPLUS ABB=ON PLU=ON (L46 OR L4 7) 

L49 1 SEA FILE=HCAPLUS ABB=ON PLU=ON L48 AND (L6 OR L7 OR L8 OR 

L9) 

L50 1 SEA FILE=HCAPLUS ABB=ON PLU=ON LI AND L49 

L51 1 SEA FILE=HCAPLUS ABB=ON PLU=ON (L49 OR L50) 



=> d his 162 



(FILE ' USPATFULL, USPATOLD, USPAT2 ' ENTERED AT 09:18:02 ON 30 APR 2008) 
L62 1 S L61 AND L6-L9 



=> d que nos 162 



L4 1 SEA FILE=REGISTRY ABB=ON PLU=ON 2 53 2 2-6 8-3 /RN 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS , SO, PA 

Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANTIBOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 6 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

L29 QUE ABB=ON PLU=ON A61K0039-395/IPC 

L30 QUE ABB=ON PLU=ON A61K0039-44/IPC 

L31 QUE ABB=ON PLU=ON C07K0016-46/IPC 

L32 QUE ABB=ON PLU=ON CO 7K0 0 1 7-0 8 / IPC 

L33 STR 

L35 120 SEA FILE=REGISTRY SSS FUL L33 

L54 19 SEA L35 

L55 29534 SEA L4 

L56 549 SEA (L54 OR L55) AND (L29 OR L30 OR L31 OR L32) 

L57 0 SEA L56 AND L54 

L58 549 SEA (L56 OR L57) 

L59 425 SEA L58 AND (Lll/IT, TI, CC, CT, ST, STP OR LI 2 / IT , TI , CC , CT , ST , STP ) 



L60 58 SEA L59 

L61 37 SEA L60 

L62 1 SEA L61 



AND L13/IT,TI,CC,CT, ST, STP 
AND L16/IT,TI,CC,CT, ST, STP 
AND (L6 OR L7 OR L8 OR L9) 



=> d que 186 



L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS, SO, PA 

Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANTIBOD? OR (ANTI ( 1W) (BODY OR BODIES 
) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 4 QUE ABB=ON PLU=ON 7GLYCOSYL? 

L15 QUE ABB=ON PLU=ON AMPLIF? 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 
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OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 
L18 QUE ABB=ON PLU=ON ?POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

L19 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR ? 

POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (?POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (P0LY(1T)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON ( POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 

POLY ( IT) OXY ( IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY ( 1W) (OXY ( 4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 

L23 QUE ABB=ON PLU=ON ?PEPTID? OR POLYPEPTID? OR OLIGOPEPT 

ID? OR DIPEPTID? OR TRIPEPTID? OR TETRAPEPTID? OR PENTAPE 
PTID? OR HEXAPEPTID? 

L2 4 QUE ABB=ON PLU=ON SUGAR OR MONOSACCHARID? OR OLIGOSACC 

HARID? OR SACCHARID? OR FURANOS? OR HEXOS? OR PYRANOS? OR 
PENTOS? 

L29 QUE ABB=ON PLU=ON A6 1K0 039-3 9 5 / IPC 

L30 QUE ABB=ON PLU=ON A6 1K0 039-4 4 / IPC 

L31 QUE ABB=ON PLU=ON CO 7K0 0 16-46 / IPC 

L32 QUE ABB=ON PLU=ON CO 7K0 0 1 7-0 8 / IPC 

L70 QUE ABB=ON PLU=ON RA00C8/DCN OR 1 8 45 8 7 /DCR, DCRE , KW 

L71 QUE ABB=ON PLU=ON (R003bl OR P8004)/PLE 

L72 QUE ABB=ON PLU=ON "L8 " /MO , Ml , M2 , M3 , M4 , M5 , M6 

L73 QUE ABB=ON PLU=ON K2 2 4 /MO , Ml , M2 , M3 , M4 , M5 , M6 

L74 660 SEA FILE=WPIX ABB=ON PLU=ON L70 AND L71 

L75 214 SEA FILE=WPIX ABB=ON PLU=ON L74 AND L72 

L76 40 SEA FILE=WPIX ABB=ON PLU=ON L75 AND L73 

L77 12 SEA FILE=WPIX ABB=ON PLU=ON L76 AND (L29 OR L30 OR L31 OR 

L32) 

L79 852 SEA FILE=WPIX ABB=ON PLU=ON ((Lll OR L12) (5A)(L16 OR 

L17) ) (20A)L13 

L80 1471 SEA FILE=WPIX ABB=ON PLU=ON (((Lll OR L12) (5A)(L16 OR 

L17) ) (20A) L23) (L) L13 
L81 12 SEA FILE=WPIX ABB=ON PLU=ON L76 AND (L77 OR (L79 OR L80)) 

L82 1 SEA FILE=WPIX ABB=ON PLU=ON L76 AND (L79 OR L80) 

L83 12 SEA FILE=WPIX ABB=ON PLU=ON (L81 OR L82) 

L84 12 SEA FILE=WPIX ABB=ON PLU=ON L83 AND (Lll OR L12 OR L13 OR 

L14 OR L15 OR L16 OR L17 OR L18 OR L19 OR L20 OR L21 OR L22 OR 
L23 OR L24) 

L85 12 SEA FILE=WPIX ABB=ON PLU=ON (L83 OR L84) 

L86 1 SEA FILE=WPIX ABB=ON PLU=ON L85 AND (L6 OR L7 OR L8 OR L9) 

=> d que nos 1101 

L4 1 SEA FILE=REGISTRY ABB=ON PLU=ON 2 53 2 2-6 8-3 /RN 

L5 QUE ABB=ON PLU=ON "25322-68-3" OR "25322-68-3D" OR "25 

322-68-3DP" 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS, SO, PA 

Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANT I BOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 
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LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 
L18 QUE ABB=ON PLU=ON 7POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

L19 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR ? 

POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (?POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (P0LY(1T)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON ( POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 

POLY ( IT) OXY ( IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY(IW) (OXY(4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 
L33 STR 

L35 120 SEA FILE=REGISTRY SSS FUL L33 

L89 QUE ABB=ON PLU=ON ANTIBODIES+PFT, OLD, NEW, NT/CT 

L90 652 SEA FILE=MEDLINE ABB=ON PLU=ON ((Lll OR L12) (5A)(L16 OR 

L17) ) (15A) L13 

L91 QUE ABB=ON PLU=ON "TOXINS, BIOLOGICAL " +PFT , OLD, NEW, NT/ 

CT 

L92 18 SEA FILE=MEDLINE ABB=ON PLU=ON L4 

L93 QUE ABB=ON PLU=ON "POLYETHYLENE GLYCOLS " +PFT , OLD, NEW, N 

T/CT 

L94 0 SEA FILE=MEDLINE ABB=ON PLU=ON L35 

L95 4 SEA FILE=MEDLINE ABB=ON PLU=ON L90 AND ((L92 OR L93) OR Lb 

OR (L19 OR L20 OR L21 OR L22)) 
L96 261 SEA FILE=MEDLINE ABB=ON PLU=ON L90 AND L89 AND L91 

L97 0 SEA FILE=MEDLINE ABB=ON PLU=ON L96 AND (L92 OR L93 OR L94 OR 

(L18 OR L19 OR L20 OR L21 OR L22)) 
L98 QUE ABB=ON PLU=ON POLYMERS+PFT, OLD, NEW, NT/CT 

L99 5 SEA FILE=MEDLINE ABB=ON PLU=ON L96 AND L98 

L100 9 SEA FILE=MEDLINE ABB=ON PLU=ON L95 OR L97 OR L99 

L101 0 SEA FILE=MEDLINE ABB=ON PLU=ON L100 AND (L6 OR L7 OR L8 OR 

L9) 



=> d que nos 1119 

L4 1 SEA FILE=REGISTRY ABB=ON PLU=ON 2 53 2 2-6 8-3 /RN 

L5 QUE ABB=ON PLU=ON "25322-68-3" OR "25322-68-3D" OR "25 

322-68-3DP" 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS, SO, PA 

Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANTIBOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 4 QUE ABB=ON PLU=ON ?GLYCOSYL? 

L15 QUE ABB=ON PLU=ON AMPLIF? 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 

L18 QUE ABB=ON PLU=ON ?POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR (POLYOXY (1W) ALKYLEN?) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

LI 9 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR ? 
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POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (7POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (P0LY(1T)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON ( POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 

POLY ( IT) OXY ( IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY ( 1W) (OXY ( 4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 

L23 QUE ABB=ON PLU=ON ?PEPTID? OR POLYPEPTID? OR OLIGOPEPT 

ID? OR DIPEPTID? OR TRIPEPTID? OR TETRAPEPTID? OR PENTAPE 
PTID? OR HEXAPEPTID? 

L2 4 QUE ABB=ON PLU=ON SUGAR OR MONOSACCHARID? OR OLIGOSACC 

HARID? OR SACCHARID? OR FURANOS? OR HEXOS? OR PYRANOS? OR 
PENTOS? 

L33 STR 

L35 120 SEA FILE=REGISTRY SSS FUL L33 

L104 QUE ABB=ON PLU=ON ANTIBODY+PFT, OLD, NEW, NT/CT 

L105 QUE ABB=ON PLU=ON TOXIN+PFT, OLD, NEW, NT/CT 

L106 575 SEA FILE=EMBASE ABB=ON PLU=ON ((Lll OR L12) (5A)(L16 OR 

L17) ) (15A) L13 
LI 0 7 0 SEA FILE=EMBASE ABB=ON PLU=ON L35 

L108 15267 SEA FILE=EMBASE ABB=ON PLU=ON L4 

L109 QUE ABB=ON PLU=ON MACROGOL+PFT, OLD, NEW, NT/CT 

LI 10 0 SEA FILE=EMBASE ABB=ON PLU=ON LI 06 AND LI 0 7 

Llll 3 SEA FILE=EMBASE ABB=ON PLU=ON L106 AND ((L108 OR L109) OR 

(L18 OR L19 OR L20 OR L21 OR L22) OR L5) 
L112 308 SEA FILE=EMBASE ABB=ON PLU=ON L106 AND L104 AND L105 

L114 QUE ABB=ON PLU=ON CONJUGATE+PFT , OLD, NEW, NT/CT 

L115 8 SEA FILE=EMBASE ABB=ON PLU=ON L112 AND L114 

L116 11 SEA FILE=EMBASE ABB=ON PLU=ON (L110 OR Llll) OR L115 

L117 11 SEA FILE=EMBASE ABB=ON PLU=ON L116 AND (Lll OR L12 OR L13 OR 

L14 OR L15 OR L16 OR L17 OR L18 OR L19 OR L20 OR L21 OR L22 OR 

L23 OR L24) 

L118 11 SEA FILE=EMBASE ABB=ON PLU=ON (L116 OR L117) 

L119 0 SEA FILE=EMBASE ABB=ON PLU=ON L118 AND (L6 OR L7 OR L8 OR 

L9) 



=> d his 1130 

(FILE 'BIOSIS, CABA, BIOTECHNO, DRUGU, VETU ' ENTERED AT 10:05:22 ON 30 
APR 2008) 



L130 1 S L129 AND L6-L9 

=> d que 1130 

L4 1 SEA FILE=REGISTRY ABB=ON PLU=ON 2 53 2 2-6 8-3 /RN 

L5 QUE ABB=ON PLU=ON "25322-68-3" OR "25322-68-3D" OR "25 

322-68-3DP" 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS, SO, PA 

Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANT I BOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 

L18 QUE ABB=ON PLU=ON ?POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 
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LEN?) OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 
?) 

LI 9 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON 7PEGYL? OR 7POLYETHYLENEGLYCOL? OR ? 

POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (7POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (P0LY(1T)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON ( POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 

POLY ( IT) OXY ( IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY(IW) (OXY(4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 
L33 STR 



2 | C S C C° 

3 5 7 9 J 



NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 13 

STEREO ATTRIBUTES: NONE 



L35 120 SEA FILE=REGISTRY SSS FUL L33 

L122 1348 SEA ((Lll OR L12) (5A) (L16 OR L17))(15A) L13 

L123 1 SEA L35 

L124 0 SEA L122 AND L123 

L125 18194 SEA L4 

L126 10 SEA L122 AND (L125 OR L5 OR (L18 OR L19 OR L20 OR L21 OR L22)) 

L127 393 SEA L122 AND (Lll/IT, TI, CC, CT, ST, STP OR L12/IT, TI, CC, CT, ST, STP) 

AND L13/IT,TI,CC,CT,ST,STP AND ( LI 6 / IT , TI , CC , CT , ST , STP OR 
LI 7 /IT, TI, CC, CT, ST, STP) 
L128 171 SEA L127 AND LI 6 / IT , TI , CC, CT, ST , STP 

L129 181 SEA L124 OR L126 OR L128 

L130 1 SEA L129 AND (L6 OR L7 OR L8 OR L9) 



=> d his 1144 

(FILE 'PASCAL, CEABA-VTB, BIOENG, BIOTECHDS, LIFESCI, DRUGB, VETB, 
SCISEARCH, CONFSCI, DISSABS' ENTERED AT 10:12:45 ON 30 APR 2008) 
L144 0 S L143 AND L6-L9 



=> d que 1144 



L6 


QUE 


ABB=ON 


PLU=ON 


DEFREES, S?/AU 


L7 


QUE 


ABB=ON 


PLU=ON 


DE FREES, S?/AU 


L8 


QUE 


ABB=ON 


PLU=ON 


WANG, Z?/AU 


L9 


QUE 


ABB=ON 


PLU=ON 


NEOSE/CS,SO,PA 


Lll 


QUE 


ABB=ON 


PLU=ON 


AB 
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L12 QUE ABB=ON PLU=ON ANTIBOD? OR (ANTI ( 1W) (BODY OR BODIES 

) ) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 4 QUE ABB=ON PLU=ON 7GLYCOSYL? 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? 

OR BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 
L18 QUE ABB=ON PLU=ON ?POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKY 

LEN?) OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN 

?) 

L19 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR ? 

POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? 

OR ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL? 

)) OR (?POLYETHYLEN? (IT) (OXID? OR GLYCOL?)) OR (P0LY(1T)( 

ETHYLENEOXID? OR ETHYLENEGLYCOL?)) 
L21 QUE ABB=ON PLU=ON ( POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR ( 

POLY ( IT) OXY ( IT) ETHANEDIYL) 
L22 QUE ABB=ON PLU=ON POLY(IW) (OXY(4W) (ETHANEDIYL OR (ETHA 

NE (W) DIYL) ) ) 

L2 4 QUE ABB=ON PLU=ON SUGAR OR MONOSACCHARID? OR OLIGOSACC 

HARID? OR SACCHARID? OR FURANOS? OR HEXOS? OR PYRANOS? OR 
PENTOS? 

L137 1710 SEA ((Lll OR L12) (5A) (L16 OR L17))(15A) L13 

L138 28 SEA L137 AND (L18 OR L19 OR L20 OR L21 OR L22) 

L139 67 SEA L137 AND (DISULF? OR DISULPH? OR ((SULFUR OR SULPHUR) (2W) (S 

ULFUR OR SULPHUR)) OR (S(1W) S)) 
L140 81 SEA L137 AND (L14 OR L24) 

L141 0 SEA L138 AND L139 

L142 4 SEA L138 AND L140 

L143 28 SEA L138 OR L141 OR L142 

L144 0 SEA L143 AND (L6 OR L7 OR L8 OR L9) 



=> dup rem 151 162 186 1101 1119 1130 1144 
LI 01 HAS NO ANSWERS 
LI 19 HAS NO ANSWERS 
LI 4 4 HAS NO ANSWERS 

FILE 'HCAPLUS' ENTERED AT 10:35:54 ON 30 APR 2008 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' USPATFULL ' ENTERED AT 10:35:54 ON 30 APR 2008 

CA INDEXING COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'WPIX' ENTERED AT 10:35:54 ON 30 APR 2008 
COPYRIGHT (C) 2008 THE THOMSON CORPORATION 

FILE 'BIOSIS' ENTERED AT 10:35:54 ON 30 APR 2008 

Copyright (c) 2008 The Thomson Corporation 

PROCESSING COMPLETED FOR L51 

PROCESSING COMPLETED FOR L62 

PROCESSING COMPLETED FOR L86 

PROCESSING COMPLETED FOR L101 

PROCESSING COMPLETED FOR L119 

PROCESSING COMPLETED FOR L130 

PROCESSING COMPLETED FOR L144 

L148 3 DUP REM L51 L62 L86 L101 L119 L130 L144 (1 DUPLICATE REMOVED) 

ANSWER '1' FROM FILE HCAPLUS 
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ANSWER '2' FROM FILE USPATFULL 
ANSWER '3' FROM FILE BIOSIS 

=> file stnguide 

FILE 'STNGUIDE' ENTERED AT 10:36:08 ON 30 APR 2008 
USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 
COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE CONTAINS CURRENT INFORMATION. 

LAST RELOADED: Apr 25, 2008 (20080425/UP) . 



10/565,331 



=> d ibib ed abs hitind hitstr 

YOU HAVE REQUESTED DATA FROM FILE 'HCAPLUS, USPATFULL, BIOSIS' - CONTINUE? (Y)/N:y 



L148 ANSWER 1 OF 3 HCAPLUS COPYRIGHT 2008 ACS on STN DUPLICATE 1 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



HCAPLUS Full-text 



2005:121065 
142:204915 

Antibody - toxin conjugate.-;; 

Neose Technologies, Inc., USA 

PCT Int. Appl., 126 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



APPLICATION NO. 



20050124! 


34 




A2 




20050210 




WO 2004- 


■US24042 




20040726 


20050124! 


34 




A3 




20070524 




















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


, CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


, GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


, KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


, NA, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


, SL, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz, 


VC, 


VN, 


YU, 


ZA, 


, ZM, 


ZW 


RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


, ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


, DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


. RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


, MR, 


NE, 


SN, 


TD, 


TG, 


AP, 


EA, 


EP, 


OA 




















20070059275 




Al 




20070315 




US 2006- 


565331 




20060' 


911 



PRIORITY APPLN. INFO.: US 2003-490168P P 20030725 

US 2003-499448P P 20030902 

WO 2004-US24042 W 20040726 

ED Entered STN: 11 Feb 2005 

AB In response to the need for improved site-specific delivery of x «. \ N to the 
loci of disease, the present invention provides sntibgdies that are modified 

invention provides a unique clar; of ^-IJJL^^J^ in which the 
' ^\ - xs a* v »\i to the ant foodj through a glycoayl linking group, e.g., an 
intact glra^V^ :.'::!i::.:vi. g r oup, which i.: d . . Liru to the pa|.;Ud8 (or to an 

g. a spacer cr 1 >l\ ■> ) utilizing 

Thus, in a first aspect, the 
ate in which the sugar - toxin 
peptide . For example, the 



acceptor i 

an enzymically-mediated coupling reaction, 
present invention provid- i _ ; 
construct (modified suga ) is 3 v "to 



invention provides a PS£ 
is an ■! x u^ij., or other 
e.g., 



n intact 
bond or a space 



is having the formula: Ab-G-L-T wherei 
targeting moiety; G is a g group, 
linking group, covalently joining Ab to L; L is a 
to T; 



Ab 



moiety covalently joining G to T; and T is a toxin, or other 
therapeutic agent. In a second aspect, the invention provides a compound 

having the formula: S-L-T wherein S is a nucleotide «ugar; L r a ;j ox a 

spacer moiety covalently joining S to T; and T is a toxin moiety. 
ICM C12N 

63-8 (Pharmaceuticals) 

Section cross-reference ( s ) : 15 
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drug delivery system cancer 

™™_ (Biological study); USES (Uses) 

(,'.■:■; .-J , s with ; therapeutic 

Iving a 

jioupj 

Tos; ins 

RlTThU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(cytot j 11 , Mi 11 1 

A. A ; therapeutic £.;A^.::..::M; oox in 
: nr 1 m_ i j-v^^M ;A J.-.i".-. \;i 

group) 

delivery s ys t<i^- ^ 

( immunotoxins ; therapeutic an ^ X 
es involving a 

group) 

Carbohydrates, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(nucleotide ^ v \- \* SN > N , 

therapeutic antibody-toxin con;; 

involving a g l yeosy l linking group) 
Antitumor agents 
Neoplasm 

(therapeutic antibody -t_gxin conjugateg 
involving a glycosyl linking group) 

[HU (Tli- - ; EI] E I l 1 til), HE (Ucec) 

(therapeutic antibody - toxin conjugates 
involving a glyeosyl linking group) 
25 22 S3-3, PEG ~ 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
( -\; therapeutic antibody - toxin 

involving a ^iycosyj. linking 

group) 

RLT"^HlJ™TTherapeutic use); BIOL (Biological study); USES (Uses) 
(linker; therapeutic antibody - toxin 
: t«s involving a gly syl J *k 

group) 
25322-68-3 HCAPLUS 

Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



_|I CH2— CH2 — 0 j| H 



=> d ibib ab hitstr 2 

YOU HAVE REQUESTED DATA FROM FILE 'HCAPLUS, USPATFULL, BIOSIS' - CONTINUE? (Y)/N:y 



L148 ANSWER 2 OF 3 USPATFULL on STN 

ACCESSION NUMBER: 2007:68032 USPATFULL Full-texl 

TITLE : 
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INVENTOR (S) : 



PATENT INFORMATION: 
APPLICATION INFO. : 



10/565,331 

ivM ° , North Wales, PA, UNITED 
ES 

x s . v - v , Dresher, PA, UNITED STATES 
NUMBER KIND DATE 



US 2007059275 
US 2004-565331 
WO 2004-US24042 



20070315 
20040726 
20040726 
20060911 



PCT 371 date 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS 
LINE COUNT: 



20030725 (60) 
20030902 (60) 



US 2003-490168P 
US 2003-499448P 
Utility 
APPLICATION 

MORGAN, LEWIS & BOCKIUS LLP (SF), 2 PALO ALTO SQUARE, 
3000 El Camino Real, Suite 700, PALO ALTO, CA, 94306, 
US 
25 



35 Drawing Page(s) 
3536 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides conjugates formed between toxins and sugar 

and toxins and peptides, such as antibodies. In an exemplary embodiment, 
toxin-sugar construct is conjugated to an antibody through an intact 
glycosyl linking group. 
IT 25322-68-3, PEG 

(linker; therapeutic antibody - toxin 

• r •; •:• : involving a glycosyl linking group) 
RN 25322-68-3 USPATFULL 

CN Poly (oxy-1, 2-ethanediyl) , a-hydro-co-hydroxy- (CA INDEX NAME) 



HO ^ CH2— CH2 — O ^ 



=> d ibib ed ab ind 3 

YOU HAVE REQUESTED DATA FROM FILE 



HCAPLUS, USPATFULL, BIOSIS' - CONTINUE? (Y)/N: 



L148 ANSWER 3 OF I 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



BIOSIS COPYRIGHT (c) 2008 The Thomson Corporation on STN 

2002:185708 BIOSIS Full-text. 

PREV200200185708 

Improved binding of a bivalent single-chain 
immunotoxin results in increased efficacy for in vivo 
T-cell depletion. 

Thompson, Jerry; Stavrou, Scott; Weetall, Maria; Hexham, J. 
Mark; Digan, Mary Ellen; Wang, Zhuri ; Woo, Jung 
Hee; Yu, Yongjun; Mathias, Askale; Liu, Yuan Yi; Ma, 
Shenglin; Gordienko, Irina; Lake, Philip; Neville, David 



10/565,331 

M., Jr. [Reprint author] 
CORPORATE SOURCE: Section on Biophysical Chemistry, Laboratory of Molecular 

Biology, National Institute of Mental Health, Bethesda, MD, 

28092-4034, USA 

davidn@helix.nih.gov 
SOURCE: Protein Engineering, (December, 2001) Vol. 14, No. 12, pp. 

1035-1041. print. 

CODEN: PRENE9. ISSN: 0269-2139. 
DOCUMENT TYPE: Article 
LANGUAGE: English 

ENTRY DATE: Entered STN: 6 Mar 2002 

Last Updated on STN: 6 Mar 2002 
ED Entered STN: 6 Mar 2002 

Last Updated on STN: 6 Mar 2002 
AB Anti-CD3 immunotoxins exhibit considerable promise for the induction of 

transplantation tolerance in pre-clinical large animal models. Recently an 
anti-human anti-CD3epsilon single-chain immunotoxin based on truncated 
diphtheria toxin has been described that can be expressed in CHO cells that 
have been mutated to diphtheria toxin resistance. After the two toxin 
glycosylation sites were removed, the bioactivity of the expressed immunotoxin 
was nearly equal to that of the chemically conjugated immunotoxin. This 
immunotoxin, A-dmDT390-sFv, cont residue 390 at the N- 

terminus followed by VL and VH domains of arvti&odv UCHT1 linked by a (G4S)3 
spacer (sFv) . Surprisingly, we now report that this immunotoxin is severely 
compromised in its binding affinity toward CD3+ cells as compared with the 
intact parental UCHT1 antibody, the UCHT1 Fab fragment or the engineered UCHT1 
sFv domain alone. Binding was increased 7-fold by adding an additional 
identical sFv domain to the immunotoxin generating a divalent construct, A- 
dmDT390-bisFv (G4S) . In vitro potency increased 10-fold over the chemically 
conjugated immunotoxin, UCHT1-CRM9 and the monovalent A-dmDT390-sFv. The in 
vivo potency of the genetically engineered immunotoxins was assayed in the 
transgenic heterozygote mouse, tgepsilon 600, in which the T-cells express 
human CD3epsilon as well as murine CD3epsilon. T-cell depletion in the spleen 
and lymph node observed with the divalent construct was increased 9- and 34- 
fold, respectively, compared with the monovalent construct. The additional 
sFv domain appears partially to compensate for steric hindrance of immunotoxin 
binding due to the large N-terminal toxin domain. 
CC Cytology - Animal 02506 

Biochemistry studies - General 10060 
Blood - Blood and lymph studies 15002 
Blood - Blood cell studies 15004 
Toxicology - General and methods 22501 
Immunology - General and methods 34502 
IT Major Concepts 

Biochemistry and Molecular Biophysics; Immune System (Chemical 
Coordination and Homeostasis) ; Toxicology 
IT Parts, Structures, & Systems of Organisms 

CD3-positive cell: blood and lymphatics, immune system; T cell: blood 
and lymphatics, immune system, in vivo depletion; lymph node: blood and 
lymphatics, immune system; spleen: blood and lymphatics, immune system 
IT Chemicals & Biochemicals 

(G-4-S)-3 spacer; A-dmDT390-sFV: monovalent; x " ^ ^ ; 

X^O" o N ^ c N N \ ; anti-human anti-CD3-epsilon 

single-chain immunotoxin; immunotoxin: bivalent, single-chain; 
to sin glycosylation site 
IT Miscellaneous Descriptors 

diphtheria toxin resistance 
ORGN Classifier 

Cricetidae 86310 
Super Taxa 
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Rodentia; Mammalia; Vertebrata; Chordata; Animalia 

Organism Name 

CHO cell line 
Taxa Notes 

Animals, Chordates, Mammals, Nonhuman Vertebrates, Nonhuman Mammals 
Rodents, Vertebrates 
ORGN Classifier 

Muridae 86375 
Super Taxa 

Rodentia; Mammalia; Vertebrata; Chordata; Animalia 
Organism Name 

mouse: heterozygote, tg-epsilon 600, transgenic 
Taxa Notes 

Animals, Chordates, Mammals, Nonhuman Vertebrates, Nonhuman Mammals 
Rodents, Vertebrates 



=> file stnguide 

FILE 'STNGUIDE' ENTERED AT 10:37:03 ON 30 APR 2008 
USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 
COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE CONTAINS CURRENT INFORMATION. 

LAST RELOADED: Apr 25, 2008 (20080425/UP) . 
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=> d his ful 

(FILE 'HOME' ENTERED AT 08:34:49 ON 30 APR 2008) 

FILE ' STNGUIDE ' ENTERED AT 08:34:52 ON 30 APR 2008 

FILE 'ZCAPLUS' ENTERED AT 08:35:17 ON 30 APR 2008 
E US2006-565331/APPS 

FILE 'HCAPLUS' ENTERED AT 08:35:34 ON 30 APR 2008 
LI 1 SEA ABB=ON PLU=ON US2 0 06-56 533 1 /APPS 

D SCAN 

FILE 'WPIX' ENTERED AT 08:35:53 ON 30 APR 2008 
L2 2 SEA ABB=ON PLU=ON US2 0 06-56 533 1 /APPS 

D TRI 1-2 

L3 1 SEA ABB=ON PLU=ON L2 NOT PRINTER/TI 

FILE 'STNGUIDE' ENTERED AT 08:36:49 ON 30 APR 2008 
D QUE LI 

FILE 'HCAPLUS' ENTERED AT 08:37:07 ON 30 APR 2008 
D IBIB ED ABS IND LI 

FILE 'STNGUIDE' ENTERED AT 08:37:07 ON 30 APR 2008 
D QUE L3 

FILE 'WPIX' ENTERED AT 08:37:31 ON 30 APR 2008 
D IALL CODE L3 

FILE 'STNGUIDE' ENTERED AT 08:37:32 ON 30 APR 2008 



FILE 'REGISTRY' ENTERED AT 08:43:07 ON 30 APR 2008 

L4 1 SEA ABB=ON PLU=ON 2 53 22-6 8-3 /RN 

D SCAN 

FILE 'ZCAPLUS' ENTERED AT 08:43:30 ON 30 APR 2008 

L5 QUE ABB=ON PLU=ON "25322-68-3" OR "25322-68-3D" OR "25322-68- 

3 DP" 

L6 QUE ABB=ON PLU=ON DEFREES, S?/AU 

L7 QUE ABB=ON PLU=ON DE FREES, S?/AU 

L8 QUE ABB=ON PLU=ON WANG, Z?/AU 

L9 QUE ABB=ON PLU=ON NEOSE/CS, SO, PA 

L10 QUE ABB=ON PLU=ON AY<2004 OR PY<2004 OR PRY<2004 OR MY<2004 

OR REVIEW/DT 

Lll QUE ABB=ON PLU=ON AB 

L12 QUE ABB=ON PLU=ON ANTIBOD? OR (ANTI ( 1W) (BODY OR BODIES)) 

L13 QUE ABB=ON PLU=ON TOXIN 

LI 4 QUE ABB=ON PLU=ON 7GLYCOSYL? 

L15 QUE ABB=ON PLU=ON AMPLIF? 

L16 QUE ABB=ON PLU=ON CONJUG? OR BIOCONJUG? 

LI 7 QUE ABB=ON PLU=ON ATTACH? OR TETHER? OR BIND? OR LINK? OR 

BOND? OR CONJUGAT? OR COMPLEX? OR COORDINATE? 

L18 QUE ABB=ON PLU=ON ?POLYOXYALKYLEN? OR (POLY ( 1W) OXYALKYLEN? ) 

OR (POLYOXY ( 1W) ALKYLEN? ) OR (POLY ( 1W) OXY ( 1W) ALKYLEN? ) 

LI 9 QUE ABB=ON PLU=ON PEG 

L2 0 QUE ABB=ON PLU=ON ?PEGYL? OR ?POLYETHYLENEGLYCOL? OR 

?POLYETHYLENEOXID? OR MACROGOL OR (POLY(W) (ETHYLENEOXID? OR 
ETHYLENEGLYCOL?) ) OR (POLYETHYLENE (W) (OXID? OR GLYCOL?)) OR 
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(7POLYETHYLEN? (IT) (OXID? OR GLYCOL?) ) OR ( POLY ( IT ) ( ETHYLENEOXID 

? OR ETHYLENEGLYCOL?) ) 
L21 QUE ABB=ON PLU=ON ( POLY ( IT ) OXY ( IT ) ETHANE ( IT ) DIYL ) OR 

( POLY ( IT ) OXY ( IT ) ETHANEDIYL ) 
L22 QUE ABB=ON PLU=ON POLY ( 1W) (OXY ( 4W) (ETHANEDIYL OR (ETHANE (W) DI 

YL) ) ) 

L23 QUE ABB=ON PLU=ON 7PEPTID? OR POLYPEPTID? OR OLIGOPEPTID? OR 

DIPEPTID? OR TRIPEPTID? OR TETRAPEPTID? OR PENTAPEPTID? OR 
HEXAPEPTID? 

L2 4 QUE ABB=ON PLU=ON SUGAR OR MONOSACCHARID? OR OLIGOSACCHARID? 

OR SACCHARID? OR FURANOS? OR HEXOS? OR PYRANOS? OR PENTOS? 



L25 


QUE ABB=ON 


PLU=ON 


"ANTIBODIES AND IMMUNOGLOBULINS " +PFT , OLD, NE 




W,NT/CT 






L26 


QUE ABB=ON 


PLU=ON 


TOXINS+PFT, OLD, NEW, NT/ CT 


L27 


QUE ABB=ON 


PLU=ON 


POLYOXYALKYLENES+PFT, OLD, NEW, NT/CT 


L28 


QUE ABB=ON 


PLU=ON 


"DRUG DELIVERY SYSTEMS " +PFT , OLD, NEW, NT/CT 


L29 


QUE ABB=ON 


PLU=ON 


A61K0039-395/IPC 


L30 


QUE ABB=ON 


PLU=ON 


A61K0039-44/IPC 


L31 


QUE ABB=ON 


PLU=ON 


C07K0016-46/IPC 


L32 


QUE ABB=ON 


PLU=ON 


C07K0017-08/IPC 




FILE ' LREGISTRY ' ENTERED AT OE 


i:59:54 ON 30 APR 2008 


L33 


STR 








FILE 'REGISTRY' ENTERED AT 09: 


01:35 ON 3 0 APR 2008 


L34 


10 SEA SSS SAM 


L33 





FILE ' STNGUIDE ' ENTERED AT 09:02:24 ON 30 APR 2008 
D QUE STAT 

FILE 'REGISTRY' ENTERED AT 09:04:35 ON 30 APR 2008 
L35 120 SEA SSS FUL L33 

SAVE TEMP L35 HUY331PSET1/A 

FILE 'STNGUIDE' ENTERED AT 09:05:03 ON 30 APR 2008 

FILE 'HCAPLUS' ENTERED AT 09:07:37 ON 30 APR 2008 
L36 501 SEA ABB=ON PLU=ON L25 (L) ( (L16 OR L17)(L)L13) 

L37 0 SEA ABB=ON PLU=ON L25 (L)(((L16 OR LI 7 ) ( L ) L13 ) ( L ) ( LI 8 OR L19 

OR L20 OR L21 OR L22) ) 
L38 1547 SEA ABB=ON PLU=ON L26 (L)((L11 OR L12)(L)(L16 OR L17)) 

L39 1800 SEA ABB=ON PLU=ON L36 OR L38 

L40 106288 SEA ABB=ON PLU=ON L4 

L41 48 SEA ABB=ON PLU=ON L39 AND (L40 OR L5 OR (L19 OR L20 OR L21 

OR L22) ) 

L42 6 7 SEA ABB=ON PLU=ON L35 

L43 0 SEA ABB=ON PLU=ON L42 (L)((L16 OR L17)(L)L13) 

L44 9 SEA ABB=ON PLU=ON L42 (L) (L16 OR L17) 

L45 3 SEA ABB=ON PLU=ON L44 AND ((Lll OR L12) OR L25 OR (L29 OR 

L30 OR L31 OR L32) ) 
D SCAN TI HIT 

L46 57 SEA ABB=ON PLU=ON L41 OR (L43 OR L44 OR L45) 

L47 57 SEA ABB=ON PLU=ON L46 AND (Lll OR L12 OR L13 OR L14 OR L15 

OR L16 OR L17 OR L18 OR L19 OR L20 OR L21 OR L22 OR L23 OR L24 
OR L25 OR L26 OR L27 OR L28) 

L48 57 SEA ABB=ON PLU=ON (L46 OR L47) 

L49 1 SEA ABB=ON PLU=ON L48 AND (L6 OR L7 OR L8 OR L9) 

L5 0 1 SEA ABB=ON PLU=ON LI AND L49 

L51 1 SEA ABB=ON PLU=ON (L49 OR L50) 

L52 56 SEA ABB=ON PLU=ON L48 NOT L51 
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L53 35 SEA ABB=ON PLU=ON L52 AND L10 

SAVE TEMP L53 HUY33 1HCAB/A 

FILE ' STNGUIDE ' ENTERED AT 09:16:05 ON 30 APR 2008 

FILE ' USPATFULL, USPATOLD, USPAT2 ' ENTERED AT 09:18:02 ON 30 APR 2008 
L54 19 SEA ABB=ON PLU=ON L35 

L55 29534 SEA ABB=ON PLU=ON L4 

L56 549 SEA ABB=ON PLU=ON (L54 OR L55) AND (L29 OR L30 OR L31 OR 

L32) 

L57 0 SEA ABB=ON PLU=ON L56 AND L54 

L58 549 SEA ABB=ON PLU=ON (L56 OR L57) 

L59 425 SEA ABB=ON PLU=ON L58 AND ( LI 1 / IT , TI , CC , CT , ST , STP OR 

LI 2 /IT, TI, CC, CT, ST, STP) 
L60 58 SEA ABB=ON PLU=ON L59 AND L13/IT, TI, CC, CT, ST, STP 

L61 37 SEA ABB=ON PLU=ON L60 AND LI 6 / IT , TI , CC , CT , ST , STP 

L62 1 SEA ABB=ON PLU=ON L61 AND (L6 OR L7 OR L8 OR L9) 

L63 36 SEA ABB=ON PLU=ON L61 NOT L62 

L6 4 2 8 SEA ABB=ON PLU=ON L63 AND L10 

L65 21 SEA ABB=ON PLU=ON L64 AND ( LI 4 / IT , TI , CC , CT , ST , STP , BI , AB OR 

L24/IT, TI, CC, CT, ST, STP,BI,AB) 
L66 2 SEA ABB=ON PLU=ON L65 AND (L30 OR L32) 

D SCAN 

L67 9486 SEA ABB=ON PLU=ON ( (Lll OR L12) (5A) (L16 OR L17))(10A) L13 

L6 8 11 SEA ABB=ON PLU=ON L65 AND L6 7 

FILE 'STNGUIDE' ENTERED AT 09:23:00 ON 30 APR 2008 

FILE 'STNGUIDE' ENTERED AT 09:40:38 ON 30 APR 2008 

FILE 'WPIX' ENTERED AT 09:40:53 ON 30 APR 2008 
L69 1 SEA ABB=ON PLU=ON RA00C8/SDCN 

D TRI 

L70 QUE ABB=ON PLU=ON RA00C8/DCN OR 1 8 45 8 7 /DCR, DCRE , KW 

L71 QUE ABB=ON PLU=ON (R00351 OR P8004)/PLE 

L72 QUE ABB=ON PLU=ON " L8 " /M0 , Ml , M2 , M3 , M4 , M5 , M6 

FILE 'STNGUIDE' ENTERED AT 09:42:39 ON 30 APR 2008 

FILE 'WPIX' ENTERED AT 09:43:16 ON 30 APR 2008 

L73 QUE ABB=ON PLU=ON K2 2 4/M0 , Ml , M2 , M3 , M4 , M5 , M6 

L74 660 SEA ABB=ON PLU=ON L70 AND L71 

L75 214 SEA ABB=ON PLU=ON L74 AND L72 

L76 40 SEA ABB=ON PLU=ON L75 AND L73 

L77 12 SEA ABB=ON PLU=ON L76 AND (L29 OR L30 OR L31 OR L32) 

L78 0 SEA ABB=ON PLU=ON ((Lll ORL12) ( 5A) LI 6-LL1 7 /BIX, BIEX, ABEX, TT 

) (20A)L13 

L79 852 SEA ABB=ON PLU=ON ((Lll OR L12) (5A)(L16 OR LI 7 ) ) ( 2 OA) L13 

L80 1471 SEA ABB=ON PLU=ON (((Lll OR L12) (5A)(L16 OR LI 7 ) ) ( 2 OA) L23 ) ( L 

)L13 

L81 12 SEA ABB=ON PLU=ON L76 AND (L77 OR (L79 OR L80)) 

L82 1 SEA ABB=ON PLU=ON L76 AND (L79 OR L80) 

L83 12 SEA ABB=ON PLU=ON (L81 OR L82) 

L84 12 SEA ABB=ON PLU=ON L83 AND (Lll OR L12 OR L13 OR L14 OR L15 

OR L16 OR L17 OR L18 OR L19 OR L20 OR L21 OR L22 OR L23 OR 
L24) 

L85 12 SEA ABB=ON PLU=ON (L83 OR L84) 

L86 1 SEA ABB=ON PLU=ON L85 AND (L6 OR L7 OR L8 OR L9) 

L8 7 11 SEA ABB=ON PLU=ON L85 NOT L86 

L88 10 SEA ABB=ON PLU=ON L87 AND L10 
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FILE ' STNGUIDE ' ENTERED AT 09:50:41 ON 30 APR 2008 



FILE 'MEDLINE' ENTERED AT 09:51:14 ON 30 APR 2008 
E ANTIBODIES/ CT 

L89 QUE ABB=ON PLU=ON ANTIBODIES+PFT, OLD, NEW, NT/CT 

E TOXINS/CT 

L* * * DEL 0 S (11-L12 (5A) L16-L17) (15A) L13 

L90 652 SEA ABB=ON PLU=ON ( (Lll OR L12) (5A)(L16 OR LI 7 ) ) ( 15A) L13 

D TRI 1-3 
D TRI 20-24 

L91 QUE ABB=ON PLU=ON "TOXINS, BIOLOGICAL " +PFT , OLD, NEW, NT/CT 

D HIS30 

L92 18 SEA ABB=ON PLU=ON L4 

E POLYETHYLENE GLYCOLS/CT 
L93 QUE ABB=ON PLU=ON "POLYETHYLENE GLYCOLS " +PFT , OLD, NEW, NT/CT 

L9 4 0 SEA ABB=ON PLU=ON L35 

L95 4 SEA ABB=ON PLU=ON L90 AND ((L92 OR L93) OR L5 OR (L19 OR L20 

OR L21 OR L22) ) 
L96 261 SEA ABB=ON PLU=ON L90 AND L89 AND L91 

L97 0 SEA ABB=ON PLU=ON L96 AND (L92 OR L93 OR L94 OR (L18 OR L19 

OR L20 OR L21 OR L22) ) 
E BIOCONJUGATE/CT 
E POLYMERS/CT 

L98 QUE ABB=ON PLU=ON POLYMERS+PFT, OLD, NEW, NT/CT 

L99 5 SEA ABB=ON PLU=ON L96 AND L98 

L100 9 SEA ABB=ON PLU=ON L95 OR L97 OR L99 

D QUE 

L101 0 SEA ABB=ON PLU=ON L100 AND (L6 OR L7 OR L8 OR L9) 

L102 9 SEA ABB=ON PLU=ON L100 NOT L101 

LI 03 7 SEA ABB=ON PLU=ON LI 02 AND L10 

D TRI 1-7 



FILE 'STNGUIDE' ENTERED AT 09:59:20 ON 30 APR 2008 



FILE ' EMBASE ' ENTERED AT 09:59:25 ON 30 APR 2008 



E ANTIBODIES/ CT 
E E123+ALL 

L104 QUE ABB=ON PLU=ON ANTIBODY+PFT, OLD, NEW, NT/CT 
E TOXIN/CT 

L105 QUE ABB=ON PLU=ON TOXIN+PFT, OLD, NEW, NT/CT 

L106 575 SEA ABB=ON PLU=ON ((Lll OR L12) (5A)(L16 OR LI 7 ) ) ( 15A) L13 

L107 0 SEA ABB=ON PLU=ON L35 

L108 15267 SEA ABB=ON PLU=ON L4 

L109 QUE ABB=ON PLU=ON MACROGOL+PFT, OLD, NEW, NT/CT 

LI 10 0 SEA ABB=ON PLU=ON LI 06 AND LI 0 7 

Llll 3 SEA ABB=ON PLU=ON L106 AND ((L108 OR L109) OR (L18 OR L19 OR 

L20 OR L21 OR L22) OR L5) 

L112 308 SEA ABB=ON PLU=ON L106 AND L104 AND L105 

L113 130 SEA ABB=ON PLU=ON L112 AND ( (CONJUG? / IT , TI , CC , CT , ST , STP OR 



BIOCONJUG7/IT, TI, CC, CT, ST, STP) OR ( ATTACH? / IT , TI , CC , CT , ST , STP 
OR TETHER?/IT,TI,CC,CT,ST,STP OR BIND? / IT , TI , CC , CT , ST , STP OR 
LINK7/IT, TI, CC, CT, ST, STP OR BOND? / IT , TI , CC , CT , ST , STP OR 
CONJUGAT?/IT,TI,CC,CT,ST,STP OR COMPLEX? / IT , TI , CC , CT , ST , STP OR 
COORDINATE? /IT, TI, CC,CT, ST, STP) ) 
D TRI 1-5 
E CONJUGATE 
E CONJUGATE/CT 



E E161+ALL 

L114 QUE ABB=ON PLU=ON CONJUGATE+PFT, OLD, NEW, NT/CT 

L115 8 SEA ABB=ON PLU=ON L112 AND L114 

L116 11 SEA ABB=ON PLU=ON (L110 OR Llll) OR L115 

L117 11 SEA ABB=ON PLU=ON L116 AND (Lll OR L12 OR L13 OR L14 OR L15 

OR L16 OR L17 OR L18 OR L19 OR L20 OR L21 OR L22 OR L23 OR 
L24) 

L118 11 SEA ABB=ON PLU=ON (L116 OR L117) 

L119 0 SEA ABB=ON PLU=ON L118 AND (L6 OR L7 OR L8 OR L9) 

L120 11 SEA ABB=ON PLU=ON L118 NOT L119 

L121 10 SEA ABB=ON PLU=ON L120 AND L10 

D TRI 9-10 

FILE ' STNGUIDE ' ENTERED AT 10:04:31 ON 30 APR 2008 

FILE 'BIOSIS, CABA, BIOTECHNO, DRUGU, VETU ' ENTERED AT 10:05:22 ON 30 APR 
2008 

L122 1348 SEA ABB=ON PLU=ON ((Lll OR L12) (5A) (L16 OR L17))(15A) L13 

L123 1 SEA ABB=ON PLU=ON L35 

L124 0 SEA ABB=ON PLU=ON L122 AND L123 

L125 18194 SEA ABB=ON PLU=ON L4 

L126 10 SEA ABB=ON PLU=ON L122 AND (L125 OR L5 OR (L18 OR L19 OR L20 

OR L21 OR L22) ) 

L127 393 SEA ABB=ON PLU=ON L122 AND ( LI 1 / IT , TI , CC , CT , ST , STP OR 

L12/IT,TI,CC,CT,ST,STP) AND L13 / IT , TI , CC , CT , ST , STP AND 
(L16/IT,TI,CC,CT,ST,STP OR LI 7 / IT , TI , CC , CT , ST , STP ) 



L128 


171 


SEA ABB=ON 


PLU=ON 


L127 


AND L16/IT, TI, CC, 


CT, 


ST, 


. STP 


L129 


181 


SEA ABB=ON 


PLU=ON 


L124 


OR L126 OR L128 








L130 


1 


SEA ABB=ON 


PLU=ON 


L129 


AND (L6 OR L7 OR 


L8 


OR 


L9) 


L131 


180 


SEA ABB=ON 


PLU=ON 


L129 


NOT L130 








L132 


161 


SEA ABB=ON 


PLU=ON 


L131 


AND L10 








L133 


4 


SEA ABB=ON 
D SCAN 


PLU=ON 


L132 


AND (LI 4 OR L2 4) 









FILE 'STNGUIDE' ENTERED AT 10:10:08 ON 30 APR 2008 

FILE 'JAPIO' ENTERED AT 10:10:38 ON 30 APR 2008 
L134 13 SEA ABB=ON PLU=ON ((Lll OR L12) (5A)(L16 OR LI 7 ) ) ( 15A) L13 

L135 9 SEA ABB=ON PLU=ON L134 AND (L29 OR L30 OR L31 OR L32) 

L136 1 SEA ABB=ON PLU=ON L135 AND (L18 OR L19 OR L20 OR L21 OR L22) 

D SCAN 

D BIB KWIC 

FILE 'STNGUIDE' ENTERED AT 10:12:21 ON 30 APR 2008 

FILE 'PASCAL, CEABA-VTB, BIOENG, BIOTECHDS, LIFESCI, DRUGB, VETB, 
SCISEARCH, CONFSCI, DISSABS' ENTERED AT 10:12:45 ON 30 APR 2008 
L137 1710 SEA ABB=ON PLU=ON ((Lll OR L12) (5A) (L16 OR L17))(15A) L13 

L138 28 SEA ABB=ON PLU=ON L137 AND (L18 OR L19 OR L20 OR L21 OR L22) 

L139 67 SEA ABB=ON PLU=ON L137 AND (DISULF? OR DISULPH? OR ((SULFUR 

OR SULPHUR) (2W) (SULFUR OR SULPHUR)) OR (S(1W) S)) 



L140 


81 


SEA 


ABB=ON 


PLU=ON 


L137 


AND (L14 OR L24) 


L141 


0 


SEA 


ABB=ON 


PLU=ON 


L138 


AND L139 


L142 


4 


SEA 


ABB=ON 


PLU=ON 


L138 


AND L140 


L143 


28 


SEA 


ABB=ON 


PLU=ON 


L138 


OR L141 OR L142 


L144 


0 


SEA 


ABB=ON 


PLU=ON 


L143 


AND (L6 OR L7 OR L8 OR L9) 


L145 


28 


SEA 


ABB=ON 


PLU=ON 


L143 


NOT L144 


L146 


15 


SEA 


ABB=ON 


PLU=ON 


L145 


AND L10 
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FILE ' STNGUIDE ' ENTERED AT 10:22:46 ON 30 APR 2008 
D QUE L4 

FILE 'REGISTRY' ENTERED AT 10:23:27 ON 30 APR 2008 
D IDE L4 

FILE 'STNGUIDE' ENTERED AT 10:23:29 ON 30 APR 2008 
D QUE STAT L35 
D QUE NOS L53 
D QUE NOS L6 8 
D QUE L88 
D QUE NOS L103 
D QUE NOS L121 
D QUE NOS L133 
D QUE L136 
D QUE L146 

FILE 'HCAPLUS, USPATFULL, USPAT2 , WPIX, MEDLINE, EMBASE, BIOSIS, 
BIOTECHNO, JAPIO, BIOENG, BIOTECHDS, SCISEARCH' ENTERED AT 10:26:03 ON 30 
APR 2008 

L147 84 DUP REM L53 L68 L88 L103 L121 L133 L136 L146 (9 DUPLICATES RE 

ANSWERS '1-35' FROM FILE HCAPLUS 
ANSWERS '36-44' FROM FILE USPATFULL 
ANSWERS '45-54' FROM FILE WPIX 
ANSWERS '55-60' FROM FILE MEDLINE 
ANSWERS '61-67' FROM FILE EMBASE 
ANSWERS '68-69' FROM FILE BIOSIS 
ANSWER '70' FROM FILE JAPIO 
ANSWER '71' FROM FILE BIOENG 
ANSWERS '72-82' FROM FILE BIOTECHDS 
ANSWERS '83-84' FROM FILE SCISEARCH 
SAVE TEMP LI 4 7 HUY331MAIN/A 

FILE 'STNGUIDE' ENTERED AT 10:26:22 ON 30 APR 2008 

FILE 'HCAPLUS, USPATFULL, WPIX, MEDLINE, EMBASE, BIOSIS, JAPIO, BIOENG, 
BIOTECHDS, SCISEARCH' ENTERED AT 10:27:00 ON 30 APR 2008 
D IBIB ED ABS HITIND HITSTR 

FILE 'STNGUIDE' ENTERED AT 10:27:01 ON 30 APR 2008 

FILE 'HCAPLUS, USPATFULL, WPIX, MEDLINE, EMBASE, BIOSIS, JAPIO, BIOENG, 
BIOTECHDS, SCISEARCH' ENTERED AT 10:27:12 ON 30 APR 2008 
D IBIB ED ABS HITIND HITSTR 2-35 

FILE 'STNGUIDE' ENTERED AT 10:27:49 ON 30 APR 2008 

FILE 'HCAPLUS, USPATFULL, WPIX, MEDLINE, EMBASE, BIOSIS, JAPIO, BIOENG, 
BIOTECHDS, SCISEARCH' ENTERED AT 10:31:41 ON 30 APR 2008 
D IBIB AB HITSTR 36-44 

FILE 'STNGUIDE' ENTERED AT 10:31:50 ON 30 APR 2008 

FILE 'HCAPLUS, USPATFULL, WPIX, MEDLINE, EMBASE, BIOSIS, JAPIO, BIOENG, 
BIOTECHDS, SCISEARCH' ENTERED AT 10:32:18 ON 30 APR 2008 
D IALL ABEQ TECH ABEX FRAGHITSTR 45-54 

FILE 'STNGUIDE' ENTERED AT 10:32:30 ON 30 APR 2008 
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FILE 'HCAPLUS, USPATFULL, WPIX, MEDLINE, EMBASE, BIOSIS, JAPIO, BIOENG, 
BIOTECHDS, SCISEARCH' ENTERED AT 10:34:02 ON 30 APR 2008 
D IBIB ED AB IND 55-84 

FILE ' STNGUIDE ' ENTERED AT 10:34:06 ON 30 APR 2008 
D QUE NOS L51 
D QUE NOS L62 
D QUE L86 
D QUE NOS L101 
D QUE NOS L119 
D QUE L130 
D QUE L144 

FILE 'HCAPLUS, USPATFULL, WPIX, BIOSIS' ENTERED AT 10:35:54 ON 30 APR 2008 
L148 3 DUP REM L51 L62 L86 L101 L119 L130 L144 (1 DUPLICATE REMOVED) 

ANSWER ' 1 ' FROM FILE HCAPLUS 
ANSWER '2' FROM FILE USPATFULL 
ANSWER '3' FROM FILE BIOSIS 
SAVE TEMP LI 4 8 HUY331INV/A 

FILE 'STNGUIDE' ENTERED AT 10:36:08 ON 30 APR 2008 

FILE 'HCAPLUS, USPATFULL, BIOSIS' ENTERED AT 10:36:30 ON 30 APR 2008 
D IBIB ED ABS HITIND HITSTR 

FILE 'STNGUIDE' ENTERED AT 10:36:30 ON 30 APR 2008 

FILE 'HCAPLUS, USPATFULL, BIOSIS' ENTERED AT 10:36:43 ON 30 APR 2008 
D IBIB AB HITSTR 2 

FILE 'STNGUIDE' ENTERED AT 10:36:44 ON 30 APR 2008 

FILE 'HCAPLUS, USPATFULL, BIOSIS' ENTERED AT 10:37:00 ON 30 APR 2008 
D IBIB ED AB IND 3 

FILE 'STNGUIDE' ENTERED AT 10:37:00 ON 30 APR 2008 

FILE 'STNGUIDE' ENTERED AT 10:37:03 ON 30 APR 2008 



FILE HOME 
FILE STNGUIDE 

FILE CONTAINS CURRENT INFORMATION. 

LAST RELOADED: Apr 25, 2008 (20080425/UP) . 

FILE ZCAPLUS 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS is 
strictly prohibited. 

FILE COVERS 1907 - 30 Apr 2008 VOL 148 ISS 18 
FILE LAST UPDATED: 29 Apr 2008 (20080429/ED) 
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New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE HCAPLUS 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 30 Apr 2008 VOL 148 ISS 18 
FILE LAST UPDATED: 29 Apr 2008 (20080429/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE WPIX 

FILE LAST UPDATED: 25 APR 2008 <20080425/UP> 

MOST RECENT THOMSON SCIENTIFIC UPDATE: 200827 <200827/DW> 

DERWENT WORLD PATENTS INDEX SUBSCRIBER FILE, COVERS 1963 TO DATE 

>>> IPC Reform backfile reclassification has been loaded to the end of 
November 2007. No update date (UP) has been created for the 
reclassified documents, but they can be identified by 
20060101/UPIC and 20061231/UPIC, 20070601/UPIC, 20071001/UPIC and 
20071130/UPIC. «< 

FOR A COPY OF THE DERWENT WORLD PATENTS INDEX STN USER GUIDE, 
PLEASE VISIT: 

http: //www, stn-intei r . t r a ^ n i -. g_c e n t e r / p J t n r ■: : t ■;■ __ : j u ide .pdf 

FOR DETAILS OF THE PATENTS COVERED IN CURRENT UPDATES, SEE 

h ;: t: p : 

EXPLORE DERWENT WORLD PATENTS INDEX IN STN ANAVIST, VERSION 2.0: 

http : . st n-ii i nai.co 1 , ' ' )'/ 1 0 . p 

>>> XML document distribution format now available - See HELP XMLDOC <<< 

»> ECLA Codes and Current US National Classifications have been added - 
see NEWS and HELP CHANGE «< 

»> HELP for European Patent Classifications see HELP ECLA, HELP ICO «< 

>>> Updated PDF files in the following links: 

httf:> . - 1 nt ornarional.de/stndataba sej/g&tai \zl o 

ht tp : //www. stn-international .de/stndatabases/details/epc_0 803 . z ip 

Supplement of all changed ECLA items: 

http : //www. stn-international . de/ stndat abases /details /ecla_0 8 03s . zip << 
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FILE REGISTRY 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 29 APR 2008 HIGHEST RN 1018438-06-6 
DICTIONARY FILE UPDATES: 29 APR 2008 HIGHEST RN 1018438-06-6 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 9, 2008. 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

h . j.z ■ org /support /stngen/sti -3 .html 

FILE LREGISTRY 

LREGISTRY IS A STATIC LEARNING FILE 

NEW CAS INFORMATION USE POLICIES, ENTER HELP USAGETERMS FOR DETAILS. 
FILE USPATFULL 

FILE COVERS 1971 TO PATENT PUBLICATION DATE: 22 Apr 2008 (20080422/PD) 

FILE LAST UPDATED: 29 Apr 2008 (20080429/ED) 

HIGHEST GRANTED PATENT NUMBER: US7367063 

HIGHEST APPLICATION PUBLICATION NUMBER: US2008098499 

CA INDEXING IS CURRENT THROUGH 29 Apr 2008 (20080429/UPCA) 

ISSUE CLASS FIELDS (/INCL) CURRENT THROUGH: 22 Apr 2008 (20080422/PD) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Feb 2008 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Feb 2008 



FILE USPATOLD 

FILE COVERS U.S. PATENTS 1790-1975 
Produced using data provided by Univentio. 

This database was created using Optical Character Recognition (OCR) 
technology. For this reason, some characters may be missing or 
mistranslated. In order to improve searchability and retrieval, 
CA indexing information has been added to the Title, Inventor, and 
Patent Assignee fields where possible. Please see HELP CASDATA for 
more information on the availability of CAS indexing in this database. 

FILE USPAT2 

FILE COVERS 2001 TO PUBLICATION DATE: 29 Apr 2008 (20080429/PD) 

FILE LAST UPDATED: 29 Apr 2008 (20080429/ED) 

HIGHEST GRANTED PATENT NUMBER: US2008054177 

HIGHEST APPLICATION PUBLICATION NUMBER: US2008098458 

CA INDEXING IS CURRENT THROUGH 29 Apr 2008 (20080429/UPCA) 

ISSUE CLASS FIELDS (/INCL) CURRENT THROUGH: 29 Apr 2008 (20080429/PD) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Feb 2008 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Feb 2008 
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FILE MEDLINE 

FILE LAST UPDATED: 29 Apr 2008 (20080429/UP) . FILE COVERS 1949 TO DATE. 

MEDLINE has been updated with the National Library of Medicine's 
revised 2008 MeSH terms. See HELP RLOAD for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

See HELP RANGE before carrying out any RANGE search. 
FILE EMBASE 

FILE COVERS 1974 TO 29 Apr 2008 (20080429/ED) 
EMBASE was reloaded on March 30, 2008. 

EMBASE is now updated daily. SDI frequency remains weekly (default) 
and biweekly. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

Beginning January 2008, Elsevier will no longer provide EMTREE 
codes as part of the EMTREE thesaurus in EMBASE. Please update 
your current-awareness alerts (SDIs) if they contain EMTREE 
codes . 

For further assistance, please contact your local helpdesk. 
FILE BIOSIS 

FILE COVERS 1926 TO DATE. 

CAS REGISTRY NUMBERS AND CHEMICAL NAMES (CNs) PRESENT 
FROM JANUARY 1926 TO DATE. 

RECORDS LAST ADDED: 23 April 2008 (20080423/ED) 

BIOSIS has been augmented with 1.8 million archival records from 1926 
through 1968. These records have been re-indexed to match current 
BIOSIS indexing. 

FILE CABA 

FILE COVERS 1973 TO 4 Apr 2008 (20080404/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

The CABA file was reloaded 7 December 2003. Enter HELP RLOAD for details. 
FILE BIOTECHNO 

FILE LAST UPDATED: 7 JAN 2004 <2 0 0 40 1 0 7 /UP> 

FILE COVERS 1980 TO 2003. 

THIS FILE IS A STATIC FILE WITH NO UPDATES 

»> SIMULTANEOUS LEFT AND RIGHT TRUNCATION AVAILABLE IN 
/CT AND BASIC INDEX «< 



FILE DRUGU 

FILE LAST UPDATED: 28 APR 2008 <20080428/UP> 
»> DERWENT DRUG FILE (SUBSCRIBER) «< 
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»> FILE COVERS 1983 TO DATE «< 
»> THESAURUS AVAILABLE IN /CT <<< 



FILE VETU 

FILE LAST UPDATED: 02 JAN 2002 <2 0 0 2 0 1 0 2 /UP> 

FILE COVERS 1983-2001 

FILE JAPIO 

FILE LAST UPDATED: 24 APR 2008 <2 0 0 8 0 42 4 /UP> 

FILE COVERS APRIL 1973 TO DECEMBER 27, 2007 

»> GRAPHIC IMAGES AVAILABLE <<< 

FILE PASCAL 

FILE LAST UPDATED: 28 APR 2008 <20080428/UP> 
FILE COVERS 19 77 TO DATE. 

»> SIMULTANEOUS LEFT AND RIGHT TRUNCATION IS AVAILABLE 
IN THE BASIC INDEX (/BI) FIELD <<< 

FILE CEABA-VTB 

FILE LAST UPDATED: 22 APR 2008 <2 0 0 8 0 42 2 /UP> 

FILE COVERS 1966 TO DATE 

>>> DECHEMA, the producer of CEABA-VTB is using a new classificat 
scheme . 

The new classification schemes are available as a PDF file 
and may be downloaded f ree-of-charge from: 

http : / / www . st n- .Internationa i . da / news / cc-de . pdf 
and 

: -..'ww . r r lv- .1 nt i- i: c w; \ ar : a I . cia n-\-\:r. 
FILE BIOENG 

FILE LAST UPDATED: 3 APR 2008 <2 0 0 8 0 4 03 /UP> 

FILE COVERS 19 82 TO DATE 

»> SIMULTANEOUS LEFT AND RIGHT TRUNCATION AVAILABLE IN 
THE BASIC INDEX <<< 

FILE BIOTECHDS 

FILE LAST UPDATED: 24 APR 2008 <2 0 0 8 0 42 4 /UP> 

FILE COVERS 19 82 TO DATE 

»> USE OF THIS FILE IS LIMITED TO BIOTECH SUBSCRIBERS <« 
FILE LIFESCI 

FILE COVERS 1978 TO 11 Mar 2008 (20080311/ED) 
FILE DRUGB 

»> FILE COVERS 1964 TO 1982 - CLOSED FILE <« 
FILE VETB 

FILE LAST UPDATED: 25 SEP 94 <940925/UP> 
FILE COVERS 1968-1982 

FILE SCISEARCH 

FILE COVERS 1974 TO 24 Apr 2008 (20080424/ED) 
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SCISEARCH has been reloaded, see HELP RLOAD for details. 
FILE CONFSCI 

FILE COVERS 1973 TO 18 Oct 2007 (20071018/ED) 
CSA has resumed updates, see NEWS FILE 
FILE DISSABS 

FILE COVERS 1861 TO 24 APR 2008 (20080424/ED) 

Only fair use as provided by the United States copyright law is 
permitted. PROQUEST INFORMATION AND LEARNING COMPANY MAKES NO 
WARRANTY REGARDING THE ACCURACY, COMPLETENESS OR TIMELINESS OF 
THE LICENSED MATERIALS OR ANY WARRANTY, EXPRESS OR IMPLIED, 
INCLUDING ANY WARRANTY OF MERCHANTABILITY OR FITNESS FOR A 
PARTICULAR PURPOSE, AND SHALL NOT BE LIABLE FOR DAMAGES OF ANY 
KIND OR LOST PROFITS OR OTHER CLAIMS RELATED TO THE LICENSED 
MATERIALS OR THEIR USE. 



